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(57) Abstract: Melanin concentrating hormone antago- 
nists containing compounds of the general formula (I) or 
salts thereof are useful as preventive or therapeutic drugs 
for obesity and so on wherein Ar 1 is an optionally sub- 
stituted cyclic group; X and Y arc each independently a 
spacer having a C\* main chain; Ar is an optionally sub- 
stituted fused polycyclic aromatic ring; R 1 and R 2 are each 
"" — •* / independently hydrogen or an optionally substituted hy- 

drocarbon group, or alternatively R ! and R 2 together with 

*• • • • ' the nitrogen atom adjacent thereto may form a nitrogenous 

heterocycle, or R 2 together with the nitrogen atom adjacent 
thereto and Y may form an optionally substituted nitrogenous heterocycle, or R 2 together with the nitrogen atom adjacent thereto, 
Y, and Ar may form a fused ring. 
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93 m m 

5 mm 
mm 

10 m-kftW)fethZ$®, £<V>m\Zt^T. K<Z.t<D})i#:tZ^fi%T? 

20 • %m\zm*b*>nT&V, ^W\kk^9MM t LT&T Vy^—)V (maz indol) 

®M<Dffl%i)mtb$nT^z>. ^Tt)^^->^*;^> (£TF> mch 
25 tKia-rsJit'ba&s) mym^ot^y^ m%mmz% 

X*$>Z\Zbfrfrt>t>t, lEftWZt&^X, U fro 

#fi.fci&^;it#!g££ftTV>£ [*-f^- (Nature) > 396 #> 670 K> 
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1) W098/38156 j3 7S P< • MlffiBSrrSi 

Ar— X^AhH— Y— 

10 fe^V^ftOC^-gliira^TKSlS^U 

Asma -x-Ar sm^mmtmrnzmt) nmnzmo 

BSStt, Sfc.-Y-NR 1 * 8 (5**, #IB#tt|WEtlPI««ISw"r) 

AfitBI|tTf»J**n*ll^il»«-f>K-;i««!)t*, -X-Ar (5£«f>, 
#TOtt«nEiWaMI**t-) T*£ft5*««<>F-;i/3it©4-» 6- 

-So 

2) W095/32967 ICS, 5HT1D 7>*zi-K h§&£WU &$tfFS&£0 




NrY 



WO 01/82925 



3 



PCT/JP01/03614 



Att, R##**fcttC 1 _,7/Hr;i'T**C0NR; 

R 4 &J;tfR 5 M5tT7jc^*fe« C 1 . 6 7)V*)l ; 
R 6 «/\d^>, k Fn^&'g ; 

r 7 ^j;r;R 8 «SbT7jc^ c\_ 6 7)V*mE 

m«0&V*k4 ; 

3) W098/15274 fctt, SMMHSttWU 7/WWT-*fc£©afe## 




15 Kf» Ar&7x:iM£££ ; Xte-0-£fc«-S-£ ; YteCR s R 5 '- 

- (C1-C6) '7;Mr^ft ; R l *«fcC^R "ttttSbT- (C1-C6) 

£ £ ; R 8 «H fc £ § ; R 4 fcfckSSfc £ * ; mfci 0 & V> L 2 ©Sic * ; q tt 0 £ 

fcttl'fc; n«0fcV>b4©8R$; plilfcViL6 0fiE&£ ; tttl&V> 

4) EP533266 C&, 5HT1D 7>^^7> hJSftfc^TU *tt>RRfc2©tt 
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©g$STtt&$ftTV>Tfc£V>7x:i;|/ft ; R 3 \Z 



— N N — R 

ft ;R 4 *5J;DtR 5 {i3aiL,T7fc^ AD^t'S • R-^Jci^fcttC 
5) DE2502588 />M5^ft£©^^*3*l«. S 




R 3 

^0 

R" 

R'fct, #*, Me, Et &iWym^; NR'R'fcfc, HH,,NHMefc£ 
©— $75 >, NEt„ NBUjfe£(DZ1^75>, pyrrol idinyl, piperidinyl,' 
10 morpholinyl &£©Sl$75>ft; R 4 &<£tfR 5 «, Be &£OttR7;P 
0Me&£©ffift7;i>:3*-X AD^>ft; R 6 «, #JMe,Btfc£©te 
»7;WI/ft: R'ft, H, Me, Etfc£©4BR7;Wk COR 8 (R 8 ^;^^, 
7U-;^+'X NR'R 10 , (NR 9 R I0 «, NH 2 , Affile fc£©H:&§nTT'&«}:V> 
HR75>» NBt 2 , NBu,&£©'r^7$>, pyrrol idinyl, piperidinyl, 
15 morphol iny 1 fc 5 ») ft ; A «, -CH r , -CH 2 CH r ^ £©7;MP)HI 

6) 5?f- ^ ^7* ^SA/k/lJvfX^-a. Chem. Soc), 4678 
(1962), »*V»ttS?ir— ^ ^7* A5rDlM£Uy£$-$*HJ-(J. 
Heterocycl. Chem), 24, 345 (1987) fctt, »j£ftflUBft£*S, 5$ 
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Ar Y — N ( 




10 



16 



i) a 



Ar 



— X— Ar— Y— N 




(0 
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Ar itm^^LT^x%^m^m^mm^ 

Mom ; 
5) ^ 

R '..... 

Ar 1 — X— Ar— Y— n( ': (n 



X'fcCONR 8 , NR«C0 (R 8 tt7lc^^ AP^bSnT^T C 1 _ 6 

wt;£tro>T*>«}:n c ^rjwvxm-ivzmt), oco ttc\$ coo £ ; 



f 
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y 1 1 % \zwm*M bx^T h J: ^^mmm m lt^t t> £ < , r 

. 2 «^t.^)^m^ Y£J;tf Ar LT^T^^g 
6 ^$g&^£«bTV>T*>£K tctcU X^CONR (R»7Ki^^fc«C 

fete C , _ 6 7)V3 *z/*%n?ft 1 £ fete 2 4SW LT 1>T t> J: V W > 
H-;^fc^>X^^/-;PT75:< ; X'rtUONHT&S.h^ Ar «T 

10 4-*w-2-*/p>Tfcv^, £fc«2-^>y<;u7$y-^vf 

6) X 1 aU0NR 8 £fd*NR 8 C0 (R 8 W^M^ AO^XbSnwrfccfc 
15 ADyMb^tlT^TfeckViCj.eT^WX^-^^^T) R 1 

«7jc^S^m R J i:R 2 ^«^1-§^M^tfe{CSm«^L,T 

20 ; 

7 ) Ar 'rm^n^mmm^mmr^nm 5 ) ib^©{^ ; 

25 -at? ; 

9) Ar 1 ^, Any>JST5\ AO^fb^nT^Tfe^ViC^eT^W^ 

— tru swt* * tm 5 ) iBtto^* ; 
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10) Ar 1 **, S^S^WL/T^Tfecfc^C 6 _ 14 7U-;i/TM^$nT^T 

«t vs tf ^ u 3 WIS 5 ) m®<t£Va ; 

11) X^COHHS&tttMOTaSfWBS) f2«©{b£$| ; 

12) ArT^$tl§lil^Sa;^#^^^9^^Ll4<Z)^#S^ 

1 3) hrT-TKznzmmxmmtfi om^m^wmmr^ 

1 4) Ar ij y$tz\tj-y$ V>7:$>Z>m 

185) f3«©{b£^;. 

15) X%C0NR 8 i:£teNR 8 C0 (R 8 «7jC^M^ APVXtSnT^Tfc 

£ n c , _ , 7; a ny nxv>T «k ^ c. , _ , 7;i4^- * - 
)K An^XbSnrvsTfeJ:^ C i-aTJWl/X^-^^f) 
Ar U >Sfctt^7^ ^>T?&5jtufB 5 ) iE«©ft£#j ; 

16) YTS«*tl*i«OfiB%l«:^L6©^^-- tf— j& -0-, -S-, 
-CO-, —SO—, -S0 2 -, — NR 8 - (R B tefrm?. AD^XbSftT^ 

AD^Xb^nx^TfeJ;^ C L.TyP+^A^i^es-r) £«fc 
tf A P i^fcSftTWT t> «fc ^ J ft© C , #Plit«7jc*S^ &SfcEftS 1 
fttSL 3flfcSfc5 2«T&5Mt24) fB«fe©^% ; 

17) Y#C 1 _,7;W 1 l'>T**IMB5) BB*©ft^«; 

1 8) R I iR a tdJ»»r«|g*lR?ifefcWftai*^rLTVJTt)«J:^a 

m*m«»jE»-s mfts 4 ) Em<Dfc£%i ; 

19) ^iwtwij>, tf^uv>, tr*5$>x tfnu^x 

1,3-5WJ$», lfl— f$^y-;k 4,5-^kKD-lH-<3:?i/-;k 
2, 3-yt KD-f > 1, 2, 3, 4-x h 7 1 Kb*y »J ], 2> 3, 4 

-xh7tKP-rv^/'J>TS§WIBl 8) B*©fc£4&; 

20) ttri25) tem©^^ «^©ii^#w i xt£ % wmmm ; 

2 1 ) tuta 5 ) tzMWk&ynoy P Vyy? ; 

2 2 ) 4' -i? P P-N- [6- [ (N, 3M1/7 5 7 ) *J-)V) -2-±y^M [1,1'- 



WO 01/82925 



9 



PCT/JPOl/03614 



4' -7 o D-N-[6-(i-eti u i^-)V^)V)-2-i-y^)V] [i, r -t*7x^;w- 
4'-7;^n-N-[2-(i-tfo u v=.)v*?)V)-i-*; u-;w u, r-t?7x~ 

4' -7 DO-N-[2-[(2-^5 L ;i/-4, 5-7fc HD-1H--T 5^/-JW^f;W 

Ms-* s \)-)v\ [i, r-t*7x-;w-4-*;i/^it5 h ; 

10 4' -7 P D-N- [2- [ (2, 2, 6, 6-f h 7*^;i/-l-fc^ U -6-*/ 
>J-;W [i, l'-tf 7i^]4-AM*D'3 H ; 

4-(4-7 p o7x^;i/)-N-[2-(i-t!D u vi;i/^^;i/)-6-^y ur;w-i-t: 
N-[2-(i-trn u s?=;i/^^;WHJ-+y u=uM [i. i'-tf7x~;w-4-#;i^ 

15 *U"5 F ; 

6-(4-^5 L ;i/7x-;w-N-[2-(i-ifPU'7^^5 L ;w-6-+yu^;W-n^ 
4_ (4 _^ h^->7xn;w-N-[6-(i-ePU^-;i'^5 1 ;w-2-^75 1 ;w-i-t: 

20 6- (4-* h^->7x-;i/)-N-[6-(l-tfD>J-7-;M5 1 ;W-2-^75 1 ;W-P5 1 
6-(4-^5 1 ^7xz:;W-N-[6-(l-^PU^-^^^;W-2-^75 1 ;W-Pf> 
2 3) 5£ : Ar'-H (XII) 

25 Ar 1 \mt& 5 ) ia*^ra*iiss-r3T?*$nsft;^«*fctt*©tti» 
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L-X-Ar-Y- W ( : (XMI) 



5 2 4) M&mfflT&zmmi) %zm®m; 

2 5) Ml) fSt0^7->^*J^>^Jt, ftj^fc^ - m 
2 6) £ (I) T^^nSft^Sfctt^Otto^lSiftJLftttfca^^ 

2 7) ^ (i) ?mznzfcGmtc\izm<Dmmm%®mz&j3-?% 
2 8)^ 7->mk*)i*>\zmmtz>m(Dm • ^^j^MiiT-sfcje) 

15 3, (I) TS$tl§^%^^«^©^©^ ;. 

2 9) mmmom - mmm&tzittb®, a (« T*sn*<b^** 

20 Ar l T^sns rg*|a^tT^Tt)«fc^S^J fcfctfS r^ftgj 

cut, ram*] tbxtt, nrnii, 
25 ttwmwtt^ ITU *>m<D i a®***?** 
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■te? >8t 5 Ztcfc 6 M^#«^^tf en*. 

wmm ?&&tfmmm?fr zmunz^Tnm? i raoum^ i~3 ®) 

6 X 75X t?n-;k -fS^VMk fcf^/-;k ^77*-;k 

^y^if^-;K tfU^X tf^XX fcfUS^ 
X fcTU^XX 1,3,4-^^71/-;^ 1/2, 4 

-^7^7l/-;K 1.3, 4-^7 ?7\Tr-M ^IfX^^WSttSo 
r^gt^S-^Sj ©ft&0!l£bTteu 7x-JK 2-^fc«3-5 1 xn;k 

10 2-, 3-£fcte4-tfUv>;k 2-^dt3-7U;K 2-,4-^fc«5-5 1 7V 
U;K 2-,4-^fe^5-*^/UJK l-3-£fcte'4-£^/U;k 2-e 
2-, 4-££&5-tfUS^~;k l-,2-£fcte3-lfD'J;k 1 
-,2-^fc«4-1'5^/U;k 3-^fc«4-HU^-;K 3-f7.?7V 
U;K 3— -fV^tfl/UM 1,2,4-^^7^-^-5— 1,2,4- 

■ r«^5!rSK»J t l/Ttt, tt6£3R£ Off* U < » 2 &tt L 4 $ 6 
tff *b< tt 2 8SRg»3Sf«3IW>&ffit© 1 AS©**!*? £GfcV>TT£ 

20 # r«f^»^s«iftflrfc3fij t hx\ts mmik j^iho 

*^PH!a:(2*fctt3iRS)5f 3 S»R^zK#(«l, ?"7*I/X Ot.X 7 

rifr&^atssr*****! turn ^uTOi^ii 

25 ~4|@)£^if9&V>L14*, ff$U<tt9*fcttlO*©l»^SS3?#» 

e io ji»^aisa^s»«*iiiT*5. 

= ^/-;k ^>x**-tf-v*-;k ^x/^a-jk *>x<iv?7V- 
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7x;h>HJ7>< 7x;?7^>, 7x/=Hb7>, 7^7 

wjyx =h-v*u>, y>;ij>, AjwtHk e-tuvx 

UX 77U^>, 7it>7>, ^^>x>^<h>W 
5 StlS. 

5- Sfctt 8-*/ U;P ; 1 -, 3-, 4-, 5-, 6-, l-£tc\t 8— f 7*7 U 
;P ; 1 . -, 2-, 3-, 4- 5-, 6-£fctt 7— f 7 K U ; 1- 2-, 4- tifcte 5- 

wens., 

rgtS-&^#«j tt* 2 fflELh a?* b < a 2 3 fl) o^«^to 

10 ji a? * u < » 5 titm m xmammmfr satins 2 3 & 
u< a 2 ffT»^n«9iii^!i:i!^(f ens. 
awHWi^ftoff^Lvjfliii/m ^7^7, try 

*#y-;k -fv^-y-^k 1,2, 4-^-^77 7*-;k u,4-:t*u- 

S?77-;k 1.2. 4-^7 v77*-;k l,3,4-^7^7l/-;k */U>, 

-rv*/U7, ^>f-jk ^>yft7x>, ^7;c**-9V-;k ^7 

rm^imSj ©JWMfclTCtt, 2-,3-^fe(i4-h*7x-UJU;3 
- (1-^73MW -l, 2, 4-^iJ-77V*-;U-5-^;U; 3- (2-±7^;w - 
l,2,4-^1t77y-;i/-5-^;i/;3-(2-^>y7 7-;W-l > 2 > 4-^ 
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; 3— (2-^>XtWJ )V) -1,2. 4-tW7y'JH-< » I 3- 
> H U ;W - 1, 2, 4-^^77-^-5-^ ;l/ ; 3- (2—f > H U ;W 
-1,2, 4-#*U--?7V-*- 5— f » ; 4- 7x^;i/^7\/-^-2-< ;V ; 4 

-;p-5-^;U; 5-7I-JV-' fV5 1 77-;l/-4--TJI/ ; 5-7x-M^ 
^/-)V-l-^)V ; 4-(2-^X-;i/)7x-jI/ ; 4- (3-5 1 I^l'j7i= 
;[/ ; 3- (3- tf U *JM 7x-;P ; 4- (3- tf U 5W) 7xz;i/ ; 6-7x^- 
3-tfU ?)V ;5-7x^-l, 3, 4-^U-^77-;U-2— f ;P ; 4- (2-* 
10 73MV) 7 x-Jl/ ; 4- (2-^>77 7~M 7 xZJl/ ; 4, 4'-f^7x^ ; 
5-7x-;P-2-tfU^; 2-7x-;i/-5-tfU5^-;U; 4-(4- 
tfU-7;l/)7x-;V; 2 - 7 x X Jl/ - 1 , 3 - ^"^-y- 7-^ - 5 - ^ ;P ; 2,4-5? 
7x^-1,3- ttW-fr- 5 — f JV;3-7x-JMV t+ty-^ 
- 5 — f )V ; 5- 7x-;i/- 2 - 7 U ;V ; 4- (2- 7 U JV) 7i-M £ Wtf 

15 e>ti&. 

Mia u& w^sj ©fc^-efe; r^*» 6 & 1 1 4 ©*aK*fc» 

Off* U < » 2 3- Sfctt 4- t£7 1- U )V ; 6- 7 xZJV-3- tf U 5?;k 
20 5-7x~;P-2-£U5^fc£) J sWffSU*. 

25 73\>k '^O^^, ">^D^^K ->^DA7°^;k 5^D^?- 

C s _ 8 5y*D7;Wfr-Jl'©JM*Wfcl/ttt, ->^o7d^JK 5^d7t 
-JK ->^p^>x-;K v'i7P^\7'-r-;K S^n:* 
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© i flo^R^fcftvsTT* 5 i ffStf¥tf&ns. r rjjts^^m 

i>- fh7tFD77X tfP'JvX ■I'S^/'JX -i$MV5»* 

77*- Jk •rh7hHPt+-y-7-;K xh5k Hn-f V**U-y*-;k If 
*tU5>X x^hFPtry^X 5>kKnfc!U5>X h'^yyX *;k* 
UX ftWJ>, Th7bHot!U5^X fh7h h*PkU^XX 
AWfi'H^x i t 3—xt^-y-x 1, 4-$*^tf>fc£j^ 

turn ^K^fi^fcMJK^, mnm?&&'amm=?ft*> 

L< tt 9 Sfctt 10 A®*te£SI!^mmM&&*^tf 6tiS. AftW 
fctt, v t H P ^ >l/7 7 X 5? k F P^ >X-T $ ^7*-Jk 5? k F P ^ > 
y t H n ^ > y>7 7*-Jk V k H p ^ >X-f VTT S J- 
;k e*kFP±7M2,3-b]5^7xX xh^kKP-fV^UX rb 
7kFn^;>J>, 'OF'JX -YV-OFUX fh7kKD*;^ij 
X r h7kKP7xr>HJ$*X <\*tfk HP7x/^7v?X 's+tf 
tFD7i;W>, rh5fcKa7*5S>X xh7hh*P±7?Uv ? 
X fh7tHoWJ>, rN^kHPXVyUX xh^hHP^j, 
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/\V-;k fr-5kKD-j8-*;P#UX rh7kFP7£U^X xh 
7 k H D7ityX t h 7 k F n^frtf >r>&fi8^tf 5*1*. 

&tt*9t£ (!if^L<tt^'Jy^V OM'JSV) ; k^^xjp ; k"n 

xx;k) , 8&£3f«3£ ($?S;L<&k7xxUJk 7xx;kkUvJW ; 
5 u 8 soii^fiwsi (ff* t < ttk^u 5?x;i> ( k^ u s; 
y) , l, 3->**=HJ-» fe£Tf»*. 

10 

a. xhp, *>7A Apy>ft$nTVi-ct>J:^c 1 . 6 7;wu kh*p 

s^jWkE), C 1 _ 6 7;i/^-C 6 _ 14 7U-^-C 2 _ 6 7;Vdr-jK^> 
^ Jl/ 7 xrJKtx- Jk£ 2) , A P V ftT V>T t> «k Vi C , _ 6 □ 7 )V 
*M /\U>f>fc2nT^Xh&^ C 1 _ 6 7Jl'P^^ AP^MfcStlWT 

20 hFD+y, tt&g£#LTVvcfc£VU 6 _ 14 7U-;kf*5A 

b WCfe £V> C 7 _ l9 77)V*)V**ri'. ttjfegfcWbWT'b C 6 _i 
^U-^-^A^k 75 A 75/*-C 1 _ 6 7;i^;W0!k 75 7^^ 
;K 7^yx^JK 7S/7°Pk;k *y -C 

*;k75/(0!K *5P;k75A X5PJK7SA 7Pk;K75A -I'VT'nk 

25 ;k75A 7^;k75/fc£), >?-C 1 _ 6 7;^75/(^ ?^^7S 

a i?x?-)\,7$/, -77Pk°;k75A >>7>;k7SA x^m?;^ 
* a*£), ; t;-c 1 . 6 7Ji/W75;-c 1 . 8 7j^i, ;Wk7$y 
*^;k x^7sy^m 7Pk;k75 AWk -r77*Pk>7sy 
x^;k 7?jk7syx^;i/^a, > ? -c 1 _ 6 7;k^;i/75y-c 1 _ 6 7;i/^ 
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JKR *J*9)V7^;*=?)V, i?z.f)),7$/*?)V, 97u¥)\,7*;* 

Ar 1 Testis rgtsRgj a, ±E«jaift, S^S^KOTH^gfc 1 
&Hb5fl, $F£L<«lfcVJb3flWbTWbJ:H. it&£ftd*2 

m 7 u -;k «£g£*r vt v^t % «k vi 5 1 1 o mmmmm&u a * 

W$&t l/T^L WTfe ±K 

jfc a^i&a Lx^tfe c !. 6 7 ^k x?Mk 7 0 

pt°;k -iVfu t?Jk ^k ^V7>;k sec-73Mk tert-^k ' 

^;k e>7Jk*p*?s>k MJ^pp^k hU7;kta^;k x^;k 

25 2-7*D ; EX5 t ;k 2,2,2- h'J7;k^-OX?;k ^>^7^DX9 L ;k 7° 
PtiJk 3,3,3- hU7;k^P7°Pt: 0 ;k -fy7Pt°;k 7*^;k 4,4,4- h 
U7Jk^-P^;k -fy.T^k s'ec-^k tert-7^;k ^>5^k -f 

y^>?;k ^^>^;k 5,5,5- hU7;ktp^>f;k A+e^k 6,6,6 
- MJ7;i^PM^>;i/fc£j&wstis. 
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une r;\n^>^nTViTt>«fc^Cs_ 6 '>^o7;wH turn 
sns. A^Jtbxtt, $/^n^otf;k ->^p^;k ->7P^>?Mk 

v^DA^Jk 2,2,3,3— rh^Jk^P 
lfcHU5fl3* fr*L<ttlfcV>l/3fl®AO$*>«P(0i. 7?*, 
15 09£LTte, *Mr^ ^7;k*P*h*:^ >'J7Mn^h + 

>, ih^x 2,2,2-h«j7;^pxh^"X 7p^-x -fyyp^v', 

7*h*-X 4,4,4- hU7;^P7*h^-X -YV7h^ sec-7*h^>, 
tm TAP'Jr>'fb^nT^T ! foj;ViC 1 _ 6 7W;^J tUTtt, fllfctf* 

25 Ptf;i/^, •fVT'DO/?*, 4,4,4-HJ7Jk*P73Mk=f 

mm rfijft»s^bWTt>J:Vic 7 _ 19 75;v+;H fcfctfs rc 7 _ 19 7 

h^xrjW^k l-^^loWk 2-^-7^^^ 2,2-'77x 
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x;kx^;k 3-7x-;k/ntfjk 4-7x~;W;k 5-7x-jk>? 
AP^Mb^tiTViTfeiv^c,.^;^;^^ tKn^x 7? 

A ^-C a _ a 7;i/*;k7S/(0!|, *3Mk75A X3^75A 7*n£ 

;kr$A ^v7ae;k7$A 7^;k7*/fc£), v-i^rww 
sy(0S, s>*^75A s?x^75 a ^7*nt?;kTSA ^7^7 
5A X^;M^757^2), 7S/-C 1 _ 6 7WKM, 75/*3Mk 

75/x^;k 7SA7ptr;k 7$ AT^fca, ^/-c 1 _ 6 7;^a 
7$/-c 1 _ 6 7;k*;HM> X5Mk7S/*:P;k x^75/p<^;k 7 
nfcf;kT5/^;k -fV7°Pt^7S/x?;k 7*5F;i/75/x^;^a, 
^-c 1 _ 6 7;wi,7$y-c 1 _ 6 7^;K^ ^^;P75y^?;k s?x 

9^75 A*WK VfuKfry *M y7*Ptr^7$/x^;k 
^7>;k75Ax3S>Pfc£), *;kS;k #;k^>, *^/tt-fJ!k 

- 6 7;Pn*^-#;k^x;K0l> * h^>#;ktfx;k i^^^k 
7W^>#;i/#x;k tert-7h+^;k^x;k^t*), t y- C ._ 67;p 

C!. 6 7W^M:Jk JftfrS^TSA ADy>fl3SnT^Tfe«fcViC 

1 _ 6 7;P+;i,-^;k^+-b-5 F,c 1 . 8 7^^y-AMws ;* h 
Ka», c 1 _ 6 7^;k^;k^x;kr$/(^ 
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c j.gT^^-ij^ww^^^ ;Wkfr;ww;kt*-x x^ 1 

<kV>. 

nTV>Tt>£VU 3 _ 6 ^D7;i'*;kl * rAP<^>fc£ftTV>Tt><};^ C x 
15 tulE rAPy^b^tlTViTfe^^ G j.eTJ^-AM-JH £ Hit 

Tir^k t^av -f;k 7*y-r;k ^>^7-r;k M^yf ;k&£)& 

^Wf^tiS. *^jibT«, Tir^k ?PP71r3\>k 

20 hU7;k^-ar-fe5 1 ;k hu^oD7-fe^;k r/n/v-Ok 7*y-ok 

tulB rAP^rXfcSftT^TfcJ;^ C !_ 6 7;WkX;k^-Jk! £LTte> 

25 p^;kx;k*x;k x?;kx;k*x;k 7p t?;kx;k*x;k -ivfu^v 

7>;k*x;k 7:P;]/7Jk*x;k sec -73Mk7;k*x;k tert-^;i/x;i/ 

v?7;ktn^^;i/7s;k^^;k HJ7;ktP/^Ji'7Jk*x;k xg^kxji/ 
*-jk 7p t?;i/7Jk*x;k -rv7°Dtr;kx;k^x;k 7^;kx;k*-;k 
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4,4,4- hV7)\s*D7?)VZ)Vifr-)W 0?)\sZ)lts-)W s\*->fr*)\, 

5 7«;*, £*, 3^35:a:)^LTViTt)«tViCi_ 6 7JWi'-^;i/ 
tf+lfSMfl, 7th75h\ yD/t>7$H, 7*>7SK&afc£# 

MB rfHftS$WLWTt)«t^c e _ 14 7UT-;p^>/j fcfctfs rc 6 _ 

2-^7^;^->^t>we.n-s>. 
WI3 rfima^bTViTfe«J:ViC 7 _ 19 77J^;W->j fcfcits rc 

2-?"7;P;M !,2-^7z=JHfM*'>, 3- 
MIS rg^SSlTL/TVJTfe«fc^C 6 . 14 7U->-*;PA€i';Pj fcfcfr 

* rc e _ 14 7U-^-*;M^oj turn 7x-Mj;w\** 
14 7U-;p-*;ww;pj rg^sj turn nib rg&^£ 

WI3 r«jaft*bT^Tt>J;^5fe^lx7Jlttftj||tt757j t*tf* 
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5 ft rg&x £#iwrfcJ:^ 5 fcV>L 7 M»9t#7S A tefcfr* m 

mi turn Apy>fc*ttTvvrfej;v>c 1 _ e 7;H i 
jk Aoy>ft*nTwbJ:vic 1 _,7^;i>-A;u#^ AP^xts 
nwTt>«kv> c 1 _ 6 7j1/^x;i/*^;k uwtfc^ c 6 _ x 

LiojtimHt*a& c 1 _ 6 7;^^^-c a . 6 7;wi/ *h*->* 

■ cut. rADdr*Mb$hT^T i b«tViC I _ 6 7;Wi^j , ra^S^L 

20 r;\pywb$tiT^Tt>J:^c 1 _ 6 7;WP-^fc^J > r/\p$»> 
fl3Stixv^T i b«fc^c 1 _ e 7;w^;i'*^J itttt, WE rs^s^w 

25 iim 0l*.tf, 7x~JU, ht7fJK Z-t7fJK 2— T>t-;K 
& rSj^£WbWTfc«kV>C 6 _ M 7U-;kl fcfctt* r«&«J 

x\ts Wis rflKfts*^rb , rviTt)iir»c 7 . 19 77JWUj fcfctts 
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r«ftS**DT^T'b«fc^c 6 . 14 7U-^-*;pj|?-;pj' few* rc 
6 _ 14 7 , J-;i'-*;^-;i/j init ^>yy;k 1-1-7 h-r 
5 ;k 2-^7 Kk&£$q*tf&tis. 

R I" l/TViT «fc ^ c 6 _ x 4 7 u - #/fcfc=/ki fcfc <5 

r«Ulft*LTViTt>J:^5fev>bi0Jl3Sr«lja9aaj \zm% rs 

flKjtw^AOTsjfRwsatfns 1 g£tt2& ff*t<ra, 1 4 

ii©Ar DUB^tr 5 10 (ifist£$£tt 2 a^ftSKBSiis 

15 iwvfztiz, mmzfcs m%\& 2-^tcm-^-)V;2-,z-^rzu 

-, 4-*fctt 5- tfU $ ; 1 -, 2-£fctt 3-bfD ; 1-, 2-*fctt 

4 - 5 *V U » ; 3 - Sfc 4 - tf U y V-)V ; 3 — f 7 ^7 7 U ; 3 — f V 
20 tWJ>; 1,2,4-^^71/^-5— f^; 1,2, i-ttW7 x S- 

)VS-^)V ; 2~, 3-, 4-, 5-£fcte 8-*/ iUP : 1-.3-4-, 5-, 6-, 7 
8— T 73V U Jl/ ; 1-, 2-, 3-, 4-, 5-, 6-££tt 7— f > H U 

;U; l-,2-,4-*fctt5-' fV-f >KU;P; l-,5-£&6-7*^7:iJl/ ; 

2- > 3-Sfc«5-^y^-y-U^;i/;2-,3-,4-,5-^fe«6-A>»/77^: 
25 ;i/ ; 2-, 4-, 5-ftfctt 6-^7^77 V)V ; 1—, 2— ,4—, 5-£fc« 6- A 

>xv $ ^y u m a^wrstis . 
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2), XhD, ~>7A ADy>-fh;$nT^T ! fe>ck^C 1 _67;WK C 6 _ M 
)V-C 6 . 14 7V-)l-C 2 - 6 7)W~)V (M, * ?)V7 xx;VXrx;i/& E) , 
5 J:^C X _ 6 7^3*'X APy>fc$nTV>Tfe«kV>C 1 _ a 7JW s ;i'?*\ fi 

■jfeai*«'bTViT , bJ:Vic 7 _ 1B 77;p*;K tFP*~x wftssffbw 

Tfc£V> C ,. l - 4 7U-;i/*^X Wfta£S*bTViT'b«kVi c 7 _ 19 7^ju* 

;k 7$/7otf;k 7s./7?MzE)* ; ey-c 1 _ 6 7;p^75y (M> 
io ^itsax^ktsa ypfc!;KrsA -I'yT'pfc^SA ^ 

;P7S/fc£K y-C 1 . 6 7W75/(M, ^3^75 A 5?X5^7 
57, >>7*Ptf;i/75A S^JKTSA X3S>M3^75 Aft£K ^ 

-c 1 . 6 7;wi/7$y-c 1 . 6 7;v^;K^> ^jktsa*^ x^;w7 
sajW^ :/p£jI/7=- a*5p;k -f y^ni^sAx^ 7>;i/7 

. $ a 75/;k 7~>;v7sa 73';v#*5'fc2#*tf&tt*. 

«> Wttfl&VibSfc, ff*L<ttlfcV>b8**C**. *m*»2e 

cit, rAD^>"ft:^nwT s b«t^c a _ 6 7;WH » r/\pyxk£ 

_ 6 7jl/3^yj , rAD^>{t;$nwTt>J:vu 1 _ 6 7JW^^j , 
&S£WbTVvtfcJ:VU 7 _ 19 77;i'*;kl , nnfcSfcffbTWb £V> 

25 c 6 _ 14 7'J-;w**'>j > rtt^**bTv^T ! bJ:^c 7 _ 19 77;i/^;^ 

T5 fcV>b 7 Jltt»iR!R75 7 J fcbm «Jf3 ri«J|££#bTVvr%> J: 
fcfctt* rwatJ T** ntjj|l*WbTVvcfcJ;l,>5fcV>b7 



I 
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me T7 9 sM iltlt 5£:-co-r 3 > -co-or 3 , -co-nr 

5 3 R 4 , -CS-NR 3 R\ -S0 2 -R Sa , — SO— R 3a % — P0(— OR 3 ) -OR 4 
te-P0 2 -R 3a R'ttU)**®^ (ii)«fc££Wl/CVvt<b,}:tr> 

mfomm, Sfc»(iii) 1tiftS^bTWb«fcVJS[5SIIS;R 8a tt(i) 

R 3 gfc&R 3a T*^£n5 r«fc£*ffl/WX'b«fcV>#«*i£j fcfcfr 
;K 7;i^~;k 7lMr^k ^^7JWK 7U~;k 77)V*)V1s.& 

a)c 1 . 6 7;wKm«, x5p;k ynfcfjk -fv^Dtrjk 7? 1 

Jk -f 77*^;k sec-73Mk tert-7*3Mk ^>^;k ; 

W^.TH^i^ii fc-Jk 7U;k -ry^o^-;k 2-7x-^ 
20 &s ; 

d)C,. 8 ^D7MJKmii *s9u7u\ifrs ^P7^;k ->7P^ 

>^;k ~>7PM^>;k££K ic 3 . 6 ^D7WJHt n@©^>€>. 
25 e)c,- l4 ru-;K«*tf, 7x-;k 1-^-7^, 2-±7^;k 2— r> 

DC,.„75MiKW^ ^>7;k 7x*3\>k J?7zz;MWk h 
U7x-;M^;k l-^-7^;i/^^;k 2-^7^;M3S>k 2,2-> 5 7xr: 
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;i,x3Mk 3-7x-;i/7 p ntf;K 4-7x-j^^k 5-7xxji^>?mp 

mit?^mi & ffSKBCL.Tm c 6 _ 14 7U-;k c 7 _ 19 

5 rflHUtft#LTV»TfeJ:^ttft**aSJ TOSj fcl/cfck 

AD$*>«f?(to, 7y#; 3 C 1 _ 3 7;k* 

io *^75A xsmktsa 7W;i/75A -<y7W;k7$A 

7*^75 i?-c 1 _ a 7;wi/7^y(^ s?;wv75A 
;P75A i?7'nH;i/75/, -tt^ktsa x^k^krsy&a, 
*;k*;k *;w#*s/, *;w^;k ^^l/A^k Ao^Xbsn 
Tv^Tfe^Vi c 1 _ 6 7;p*;p-*^=jkc 1 _ 6 7;i/n+$/-*;^x;K^j, 

15 * h^#;ktfx;k xh^s^ktfxjk' yn'tf^AJM*-^ tert— 

tt^mai^ «ftSfc3fri/nvtt>«kv> c 6 . 14 7U-;p-*;^xjk am* 
l wcfe J; c ,_ x 4 7 u -;kt* v'-^ktok lt v> 

TfeAV* C 7 _ 19 75;P*;k^>-#JktfXJk HtfWl/TWti'iW 

20 5 ft^t 6 siiiajW-jk *y -c 1 _ 6 7;i/^-7j;ww;K0ij, y 
eMk^kn^k x^vtim^^a), ^-c 1 _ 8 7;^^;^-*;^A 
^-OKtfi ^^k^A^k >?x^;^;ww;k x3Mk*^;kfr 
;ww;i>fc£K WfcSft*rbWTt>j;v»c,_ 14 7U-;i'-*;ww 

25 flssnwT*>«J:tt c 1 _ 6 7;k^;kx;k^x;k «fc£swi/tv>Tt> <fcv> c 

6 _ 14 7U -JV7Jk*x;k *;k=Uk75 A C^e^Wh^^-W 

c 6 _ j 4 7 U -jp-#;M?x;kt*5', c 1 _ 6 7;kn^>-*;P#x;p^ 
X#J> ^ s^->^;k^x;kt+-x t°p^'> 
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io 4 7ij-jh*jwt^jH turn ^n^mm r«»**iTWft 

rAD^>{b$nT^T»b«k^c 1 _ 6 7;i/*;p-*^-;i,j , r;\D-y> 
^$nx^T i bi^c 1 _ 6 7^;^;i/*-;Pj ttxn ^n^nnrfB rg 

15 UfcfeoavBu&tts. 

S3 r«y|ft#bTV>Tt>J:V»6a:VJb7J|«aat«75>'j fcfctts rg 

20 rg^a&s#i / TViT'b«fc^c 6 _ 14 7U-;i/^>-jt7;i.#-^j tfcfr 
* r c 6 _ 14 7U-;i/^^-*;i/^-;i/j tbm «*.tf7x-;kfr:*5> 
i-^7^;i^5/jfr;wfcyk •2-^-75 i ;i/^->*;i/^-;i/ 

tts rc 7 _ 19 77;i/*;^'>-*;^-;i/j ttm ^>>w 
**¥f/li)V#-fo 7x*^;i/:**->#;i,#-jk y?!^^^^ 
#jw#-;k SU7xn;p^5 1 ;^'>*;^-;K l-^^kx^k** 
s>*;1/#-jk 2-^-75 1 ;M5 1 ;I/^^*;^-;k 2,2— 77x-;i/x^ 
3-7x-;i/7Ptf;^+->^;i//tok 4-7x~;i, 



25 
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5 -n^v-fjk i-f-sjfr* i-TJ-i)^ 2-7D-f;k 3-7D-f;K * 

6 _ 14 ru-^x;v*-JH turn 7i-hw=^ \-t 
is 7^;i/x;^-;K 2-^-7^;i/x;^^;u^t*^#vf e»ns. 

20 K*W* rc 6 . 14 7U-;V-^M^M*^J' iLTK, «*.«, 7x. 

tfrlB l rmmx^^ i/ t^t ± n c , _ ! 4 7 u w** ~> - # »#-^J > 
rmjisftWtTViTt)J;^c 7 _ l9 77;u*;^ : ^^-*;i'#— > r« 

26 WTt>«kV>5^vib6Jia*ill*JW^^J ^ r«ftafe*WL/TV>T'b 
±ViC e _ 14 7U-;i/^W^H * rim*^bT^TfeJ:ViC 6 _ 14 7U 
-^-fcjPff-Jl/tf+S/j , rfiftg&£LWtfc£v>c 6 _ 14 7U-;u- 
^W^-Oi'^xi lews rg&gj fcbttt, 8GI3 rgng^bx 
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2^&tt3^s)^m &%b<\m mmm, aos 

fcv> L 10 A35mft*&g£tt(i i i) 7 &n L io AIMi^ Sfet© 

4 fl) S^tT 5 fclA b 14 b < \t 5 &Vj L 10 Jl®£»fEjfc*Sgt& 

$#5*15. ^#Wfctt» ft7xX 7.7>, fcfD-;k -f^/-;^ . 

tf?y-;k ?7i/-;k -ry^7i/-;k #*#y-;k -fytf-*-^/- 
;k eyxx tr^xx trysxx try^xx i,u-w^7!/- 
;k i,3,4-**tfX7y-;k. i,2,4-^7$>7y-;k yj-fj^y 
~;k y^tfx ^>^7ix ^x/7?x ^>x^^^y-;k 
^>X^-y-y-;k ^>y^rv-;k «>X4v?7*/-)W ±7htt,z 
-W^7x>, 7i;w>, f>K-;k -iv<iyv-)w ih — r 
>^y-;k 4H-*yyxx -fy*/yx *y;x 7^^>? 

X t7f'Jy>, *y*tf>JX ^y«JX XV/ >JX %)WV/-)l, % 
&-%)WV>, 7ni->hViS>, 7 9 7x^>7i/f7$; 
X 7x/W>, 7WS K&t^SS^^^&ttctiSOSRW 
£ L < # 1 &fc MKftfi Of * b< tt 1 2 fi) ^ 

x tfny-xx 2-*fci4s— rs^yyx i-**u-yy>, ^-y-yy 
x>, 2-^c«3-tf7yyx t^yyxx 2-=F7yyx tr^yxx 
tr^xx ^wfi/ws>, twux >tesim 
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5 tt r^^Sj &£L<tt> ^fflC^Wfcfi*^ «IW3«fc 

? ft^trsftvib ioA0(#m^*fctt2aisD**s!a6 , t»s. 

0!|;U& 2- £fctt S-^X-jU ; 2-, 4- t? U V)V ; 2- £fctt 3 

- 7 <J ; 2-4- *&tt 5-^77* U » ;. 2-, 4- ;i> ; 
10 ■ l-3-*fc«4-tr7^/'J;W; 2-if^^n^; 2-, 4-£fctt5-fcTU5S> 
• i-,2-*fctt8-eau^; l- 2-*^ttW$^!/U;P;8-* 

fcfcu- tru ^x;i/ ; s— r y^7i/u^ ; 3-< v^-y-yu^ ; 1, 2, 4- 
^^7^-^-5-^^; 1, 2, 4-^u-^7 v /-;u-8— f 2-, 3-, 4 

-, 5-£&tt 8-^7 U ; 1 ~. 3-, 4-, 5-, 6-, 7-*fctt 8-< 7 U 
15 l-,2-,3-,4-.5-,6-*fce7^ f>PU;i/; l-.2-.4-*fctt5- 
^y-f>h''JJk;i- 5-^6-7^7^:2- 3-$fc&5-^;^ 

tt 6-^>^5 1 XX;l/ ; 2-, 4-, 5-£fctt 6-^>V/^7 % /U;W ; 1 — , 2 — , 4 
-,5-Sfctt6-^>X-f 5^/UJl/fet*O^FS««*3!IS;^«, 1-.2 
20 - £fctt 3- tTD U 5>=;P ; 1-2-4- £fctt 5— f 5 M U ^XjP ; 2 - * 
&tt4-^5^/U^;2-.8-Sfctt4-K9!/U^i:;P; IMUSV ; 2 

25 k rwuift^rbTViTfe^viwaasj c*w-5 rs^aj £LTtt> 
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R 4 r«^^ns rc,_ 6 7;^j turn, mm, x?;k y 
Dtf;k -f yyntf;k 7>;k -Tyy^k sec-y^;k tert-y^;k 



«iaSI4H-T?*'3TfeJ|&t>T^T*»J:K 

;k 2-^7 h-Y^fc© , «»**LTHT%J:^C e . 14 7>J-;^* 

-;k 2-^7^;^^;p^-;^i*) ; ■«i**^ri / TV»Tfc«t^c r 
-*M*4)vm* "J^)wvn^)v, z?3L?)v*)vn^()v, 
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7U-;^jp*=;p (ft 7x=;i*;M^»£> 

13 rwa**bWTt>*vi5ftVii/7JHSS««7syj r:*i** rs 
r«»ft*^v^T%>J;vu a _ 1 47U-J^'>-*^#^J * r « 

15 SU6«*bTt>Tt>^C 7 _ l ,75^*^>-*^#=^ * 

tna r7^75/j .tutwu ma rr^j Tfi^uafl 

«k*nfc7'5y«t*Wr6n, ffSKtt. -NR 5 -C0R 6 , -NR 5 -C00R 
ea > _ NR 5_so 2 R 6 \ -NR 5 -C0NR 6a R 6b , — P0(— OR 5 ) -OR 6 Sfctt_ 

-po 2 -r 6 B'ra^iiWfcttc,.^^^ *t 
nn ; r •-ttMB r ; r "tti 4 tw«ii*af« T«n*7 



20 



10 



W0 01/82925 PCT/JPOl/03614 

32 

7U-Jl/-#;i^*1t.* F (ft 7x-JP*;^if* h\ 2-*F*S/7 
x-;^;i/#4-y-5 F, 4-^f*">7x=^*W**$Fa;f) , n- 

»m*^bT^xt» e fcViC 7 _ 19 77;ww-^;i/^-y-*H (ft ^>>> 

(ft ^>y^7x>-2— •r / n/*;p#**5 FfsiE) , Any 
.WfcSnwTfc'i^ c l _,7;w*S'-.;fr;WfcHJ'S F(ft ;* ;p 

v-^M^H-S mil), IftS§tLTHTt) < j:^C,. l4 7iJ-;i/75/ 
*;M?-jP7S7 (ft 7x-;i/75/*;p^ri;i/75y^t 4 ) , Aoy> 
{bsnT^Tfecbwc 1 . 6 '7;w^;i'^-^7$y (ft *?)uz)p*-)v 
75/, hU7;^p^5 1 ;i,x;p^^.75 7, x^x;i^-;P7S/fc 

■IfclftWl/T^T'bi^C, 14 7U-^^*^757 (ft 4 

20 -*h*is7x.~)WV*-)V7 

TN- (ttiiaS#bT^T i &J:ViC 6 _ 14 7U-^-*>^;W -N-C 

,.,7W75;j , rs^$^UT^T i fo e fcvn 7 _ 19 77;^;i/-^ 

Kj > riWISWl/TVJT , b«fclr»C 6 _ 14 7U-;P757*;^=;P757j 
r«»«SWLTVJT'&J:V»C a . 14 7U--;P^*-;P7$7j fcfc 
»t* rg^Sj tLtil 1913 rfi|feS^LTViTfeJ:^C 7 _ 19 75;^ 



15 



25 



WO 01/82925 PCT/JPOl/03614 

33 

**5/;W|itf&*U ff*KI4» 5£:-0-C0R 7 , -0-C00R\ -0-CONHR 
5' 7 , -P0(0H)-0R 7 ££&-P0 2 -R 7 [5£*, R 7 «luf3R 3 tl^ic«^ 

15 ^;kfr* ^-Cj^TW-iiJWWM^'XE 

t %> <k c 6 _ x 4 7 u -)v- # ;ww jk*-*^ 7xzjw ;w\ ,; &-r ^ 

fcfc, TOS^WbT^T ! bJ:ViC 6 _ 14 7U-;i/-*;i'fc;i/^^j , 
20 rfi^s^tTViTt>J:^c 6 _ 14 7 , J-^-^;vn ; E<;i/^>'j £W 
& r«m»j ti/r», Mis rfi^s^bx^T ! b<J;^c 7 _ X9 7^;i/^j 

25 

tt, 0I;L«4,5-S?t h*P-l,3-^-^/-;i/-2— -Ok 

1, 3-^7^-^-2— TJk 4, H - 2 —f $ ^/ U )VtZ £1$$ 
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' C*»* rflggj ttm MB r»&S£tl/U>Tt>«fcV>5fc^L7 

5 t&s r7v;i/j » rj^i/^v'j , rrvji/Tsyj tbx\t, Zti? 



10 



. Aryans rwut*#LTV>T>bJ:i»PHjM6j fcfctfs.rfi&gj 
Wb3ftTvvrfc±v>c x _ a 7;M^ ($f^L<«; j^^k xsvk 70 

1—6 

4-*h*^>^;^X 3-*^>^>^;M-^x 4-7 

<B7x_W^a ;75/;^- Cl _ 6 7;^7$y «*l/< 
14* *3W75/fc» ;^_ 6 7;M^7S/ «*L<f4, 5>**/p 

5 fctr» 1 7 MSHJTO75 7 «?£ b < 1 , 3- v k H D-2 

h-< y-r > K-;W2-<;k * ^ u sv , #*y tr ^ u sv & £*) ; 
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Sb<S7i^iWWJK 4-^ h*v7x^MJ JW^-Ok 3, 

h^->.7x-JW^;\'HMa ; W**fc*bTWtt>J:v># 
frnjWl^/l'tfWSHfcg) ;«ft*t#l/WTt>J:VJC 6 _ 14 7U- 

N- (flHftSSWbT^Tt>«t^C e -i 4 7U-;P-*^^W -N-C x _ 
15 6 7;WI/7^y ($f^U<«N-4-^h^>'^> > /-<^-N-^^75 
SUE) ; BSK£«bWTfeJ;V> C ,_ 14 7U-;i>75 y*^#^P75 
; (ff*t<tt7±=^7Sy*^#^75y^S) ;Wft££WbW 
Tfe«kViC 6 _ 14 7U-J^;^-JP75y (ff*b<tt4-./h**>7x=. 
;i*;W*r*75 7&2) ; WMSWbWTfeJ^C ,. 14 7U-;i/-* 

Ar ^SSftS naftS§WbTV>Tfe«fcV>»R£j ICfcttS TOgj 

25 ^dp7x-;k ^^;i/7xz:;k ;* r^>7xx;i>) ^t'feM&III 
tb*uflv*&ns. 

Ar l tt, #£b<k)U ADy>gf (ff*l/<»7y*, tt& **&£) ; 
XhP;C 1 . 3 7;^l/>7t^> (#£b<te^V>v*^>&a ;A 



10 



WO 01/82925 „ 

PCT/JPOl/03614 

36 

ptr;k hU7^D/^^a ; tHp^->-c 1 _ 6 7WK^L< 

^ «P*L<f4, '^^DA+yMa ;Any>ft*tiT^Tfe«fc^c 1 

<tt7z=WJ^a :7 , 5/;^-C 1 . i 7/W^75/ «F*b< 
V> 5 &V>L 7 fifi^IS«75 J W £L< tt 1, 3 7 $>**y-l, 3-5?fc HD-2 

H-fy-T >H-;M-Tjk *5\>i/t?<UvA #*y iMysv&g) ; 

«ftK**l/TV»Tt)J:V> 5 7 (ff*b< ft 4, 5 

-S>k HD-l,3-^-y-y^-2-<;^£) ; ; 

SKtt7i^Mi<^ 4-^h^^7xx;p*;UA^>f;k 3, 

.mmmmm^sov 2 - tf u y^w^/^-f ;k 2 -*yy - 

;C 1 . 6 7;m^v-^;^-;H$ftb<^ 

xZMK^SP, 4-;*h*^:7xXJk&JW^5Ffc£) 
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H (ffSl/<B^>^t7i>- 2 — YMUl^tfS ;' 
N- («at»l/WT«bJ:ViC 6 _ 14 7U-^-*;Pfc^) -N-Cj. 

5 SHE) ;flt»ai*WUWTt>iViC a . 14 7U-;V75/*;Pte;P7S 
y (§fSt<tt7x-;P75y*J^-^7S7^t*) ltv> 

■ ■ - ■ ■ I 

Tfe «fc VU e- 1 4 7 U n ;U7 a 7 m * Kii4-^^->7x- 
;i*^*:^75yfc2) ; WTWW C ,. U 7'J-^-* 

io .&£*»6aati*«ia6ft-€-n-6niJ5i:v>b3fl (ff*Kttis^»2fl) ■ 
7xn;p-tru-7;p (»*t<tt6-7x-;v-3-b!U5?;k 5-7x-;v 

> 7X'^-7'JJV (#£b<&5-7xr;i,-2-7U 

15 7-J1/-5— ' OW , v7xr;i/-^ity-Jl" 0f?$b<«2, 4--T7 
x-jhl, 3-^iJ-7-Jl/-5— O) > fcMh7;U-7x~;i/ 0fSU< 

«4- u-trusMW 7x-jw , 7x-;v-trus^;p (#£U<tt 

2-7xn;i/-5-eU5> ? -;W , ^>V77^-7x^ (#£L< 

«4- (2-^>77 7^;w 7x-;w , 7U;u-7x^;i/ (#2;b<te 
20 4- (2-7UJW 7xn;v) -efe^o 

14 7U-;P (j?^l<»7x-JK 7;Wn7xZJK ^DD7x-JK ^ 

^;i/7xn;K ^h^->7x^;i/) ^6»ttns«yift-tn^ni*fctt 
25 s^k i, 3 ^^wt'fePf e>ns. 

(1) ;\oy*>M^ <8F*U<tt7y*, > Ap^Xfe* 

nwbiv^c^.TKJV (ff*b<tt, *3S>k x=p;k 7Ptf;k h 
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&^b3fl^bX^Xfc£V>7x::;k {f7xr»j;P (#£b<fcU-b*7 
x-U;W *&tt7x^-fcTU^ Off* b<tt 6-7x^-3- IfU? 
5 5-7x-Jl/-2-h 4 U> ? ;i/) 

(2) sjftn [mb<w\n?>m? (mb<&7ym, mtz& \ 

tfAP^fcSnx^XfcJ^C 1 _ e 7^3*S/a5F*b<tt^ h+S'fcg) 
*6«tfh*lttV>b3fi©«ttl|]ft#l / T^Tt>«k^C e _ 14 7U*-;i/(ff 
10 SL<«7x-;K 7JPtD7xrJK £PP7x~;k ^5 L ;i/7x-;K 
;* h+S/7x'-;W *6iian*«ft«***l^hlSfctt2fl#bWT 



15 «OKWlftV»b6flaa:-3TV»«|IBHft«!*1-«. ££t% r£«©iR 
3fltbT^So 

r^ojwpRi&^b 6 y— j tbm «*.tf-o-, -s-, 
-co-, -so-, -so,-, -nr 8 - (R 8 «7jc*^ Apyxtsnx^ 
fbivic^jTm Apy^snx^Tfecknc,.^;^;!/-*^ 
fc;k AP^Mb^nTViTfeivu^eTJl/^i/x;^-;^^) , a 

25 #$tf&n*. 

«a6ft*bxv>xt)j:v>ai«atj rg&gj tbx^bfcfc©** 
rAay>ft$nxvJx*>«kuc 1 _,7;p*jp-*;i,!i5-;pj > r;\p$-*> 



20 
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(DC 1 . 6 mVX«A.H -CH,-, -(CH 2 ) 2 -, -(CH 2 ) 3 -; -(CH,) 
4 -, -(CH,),-, -(Cfl 2 ) 6 -, -CH(CH 3 >-> -C(CH s ) 2 -> -CH(CF ,5 
-(CH(CH 8 )) 2 -> ~(CF 2 ) 2 - -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 
io 3 ) 2 -&£) ; 

mc z _ 6 7)vtr-uxvmi. -ch=ch-, -ch 2 -ch=ch-, -ch 2 -cf 

=CH-> -C(CH 3 ) 2 -CH=CH-, -CH 2 -CH=CH-CH 2 -, -CH 2 -CH 2 -CH 
=CH-, -CH=CH-CH=CH-, -CH=CH-CH 2 -CH 2 -CH 2 -&£) ; 
(Z)C 2 . 6 7)V*~V>m%.& -c=c-, -CH 2 -C=C-, -CH 2 -C=C- 

15 ch 2 -ch 2 -&£) fcZtfmtfznz. 

& r2«©c 6 _,JWSia#»»iWb***J itTtt, WAtfC,.,^* 

1, 3-.5/9u«>?V>; 1, 2-'>^pa+'>U>; i, 
20. 4-^a^l/>; 1, 2 -^D^fk> ; 1. 3 

-^oa^I/>; 1, 4-^>^o^5 1 l/>; 3-v^a/v^t:>- l, 

25 

IX&-0-, -S-, -CO-, -SO-, -S0 2 -> — NR 8 — (R 8 tef&f3il^ 



10 
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(l)C 1 . 6 W^(mH -CH,-, -(CH 2 ) 2 - -(CH,),-, - (CH 2 ) 
4 -, ~(CH 2 ) 5 -, -(CH,),-, -CHCH 3 -, -C(CH 3 ) 2 -, -(CH(CH 3 )) 
,-, -(CP,),-, -(CH 2 ) 2 C(CH 3 ) 2 -, -(CH 2 ) 3 C(CH 3 ) 2 -ft£) ; 
5 (2)C a _ a 7;W-=|/>(«A«, -CH=CH-, -CH 2 -CH=CH- -C(CH 3 ) 2 
-CH=CH-, -CH 2 -CH=CH-CH 2 - -CH 2 -CH 2 -CH=CH-, -CH=CH- 
CH=CH-, -CH=CH-CH 2 — CH 2 -CH 2 -fc© ; 

(3) C ar6 7;M^l/>(09Af£ — C=C— , -CH 2 -C=C-, -CH 2 -C=C- 
CH a -CB 2 -fc£) ; 

(4) -(CH,) wl 0(CH 2 ) w2 - -(CH 2 ) wl S(CH 2 ) w2 -, . 
-(CH 2 ) wl C0(CH 2 ) w2 -, ~(CH 2 ) wl S0(CH 2 ) w . 2 -; . 
~ (CH 2 ) wl SO , (CH 2 ) w2 -, - (CH 2 ) wl NR 8 (CH 2 ) w2 - ; 

(5) -(CH 2 ) w3 CONR 8 (CH 2 ) w4 -, - (CH 2 ) w3 NR 8 C0(CH ,) w4 -, 
-(CH 2 ) w3 S0 2 NR 8 (CH 2 ) w4 - -(CH 2 ) w3 NR 8 S0 2 (CH 2 ) w4 -, 

15 ~(CH 2 ) w3 C0O(CH 2 ) w4 -, -(CH 2 ) w3 0C0(CH 2 ) w4 -; 

(6) -(CH 2 ) w6 NR 8 CONR 8b (CH 2 ) w6 - ; 

(R B mmt®Mm& ; R 8b « R 8 ; f 1 &£Zf w2 » 0 & V5 b 5 CD 

Bftft, ^wl+t2-*toa:|r»L5*;w8*J:OCw4H:oa:V>L4CDaafc*, ■ 
J&O w3+w4 #0ftttL4 * : w5 *J:tf 16 ttO&ttl, 3 ©S|fe£, j&o W 5 + 
20 wBj&tO&HLSfcwf) fei'^itfen§. 

<«-(CH 2 ) wl O(CH 2 ) w2 -, -COM 8 -, -NR 8 CO- (ffi^at&SBtEift 
8£^T) , -0C0-, -COO-fct'T?**. fctf>*l?t>, -CONH-, -NHCO-, 

<»C H 7Wk>»i -CH 2 -, -(CH 2 ),-, -(CH 2 ) 3 -^a, 
-(CH 2 ) w3 CONH(CH 2 ) w4 -, -(CH,) w3 COO(CH,) w4 - (E*ttttfi&|q* 

tzZX'&Z. trim, C H 7Wl/>(m«, -CH 2 -, - 
(CH 2 ) 2 -, -(CH 2 ) 3 -fta^W$l^ 



25 
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v*iRft£j ksw-s rgmgj ©A^JtL/T^tfc'bo^Vi&ns. 
5 r^-^gt^^SiJ mb< 9 fov^L H Dll&gftft (2 

3 Ha>**SWft'fl3**.*fci4.10 M^-&#^^W1g^Tfe^. 

10 K 

Ar T^n* rffiftS&WtTViTt>«fcViJg^5R5S;3Sr§a!j tefctts Hi 

Arte, #fc»SL/<tt*/U>^tt^7^^>-e»5.' 

" R^iCJfR'-CwSn* rft»£*TLWTfe«fc^lM^#£j iLT 
20 tt, jWIBR 3 <hbT^bfcl><Z)^>$n3. 

riijjiswbT^T*>«t^c 1 . 6 7;p j ¥JPj \zmz> rc^.y 
;Wki.£bx«, m.& *3Mk x5P;k 7oif;K -fv^nwk 7 

25 ff;k -Y77>;k sec-73\>k tert-7^;k ^>3\>k <\**/M3.i*1fi ' 

WetiSo a^tyfik i?vk 7nt°;k tvfuMMzEim* 
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hP> ->7A AD^>ft$nTUT ! bJ;^ C ,.,'>^D7M;k AD^> 
ft^TWWH C ,. 6 7JV3+y, AD^fcSftTW&iVi C ,.,7 
JV^Arft, tHo+v, 7SA ^/-C^^l^KT^R 

5 75 7, xwwtsa ^po^sa -f v:/dkjj,75a ^f-)V7s. 

^-C 1 . 6 7W7$/(M, 5>;W7-5A 5W*75A 

5>7*dejP75>\ v7^;K75A x^;m?;k?$a*£), *;i,=uk 

^Cl^^-^-jk c 1 _ 6 7;m^5>-*;^-;K^ ^ h=^> 
io #;w?xjk ih+^W-JK ^Ptf+e^tfxjk tert-:/h^> 
#;M?x;U&£), t/-C,. 6 7W-*M^JKM, 

x^i^At^&a, > ? -c 1 . 6 7;^-^;p;w;k^ s> 
^^;^;i/A^;k 5W;w;;p/c;E-f;k j.9)V^)Vti)vn^ 

Any>fl:$nT^T"b«fcVJC l .,7W^;i'*x;k *;ps;u7s 
a AP^><t$tix^T i b«j;^c 1 _ 6 7;^-*;^^5h\ c x _ 6 7 

7;i^;uwe^75/<«, ;*^;k*;i>*x;P7S a x^x;p*=jp 

75/fc£), C H 7WF**^^t 7irh**X ^n/V 
-UVt^tzE), c 1 - 6 7;pp^v-*;p#x;^^->(^ 
x;i/^v, xh^^J^-Wi/, ^p^^v*;^-;^^^, ? 

y^Jl/^jJl/A^;^^ x^;p#;wt^;i^*>fe£) % s?-c 1 
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r;\o^>fl3snTv>T , fe><fcViC 1 _ 6 7;p*;i/-*;i'*-^j, r;\p^*> 
5 -fbsnwTt>«tViC 1 _,7;wwP*^j, rAny>ftsnwb 

ici^viT^bfc mm&i r^««j w^ns. ams©ic 

«, 0!l*J*lfcV>b5& 0?£b<tel&V>b3l@T&£ o Mft£fttf2ti 

i5 . 6te»*b<»c 1 . 6 7;i/*JU , r*o, fc#T*>*?\>k x?;k -fv^ne 
^>-tf>5Rttt^bwr , b«kv»3fev>bio* (ff*b<»3fcv>b8Ji) 

^J^'JX ftWJX tMU^X IM55>>, kTDU^X 
KD-1H— f5^7-;K l,2,3,4-fh7t H 
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^TfeWJX fcf^lhXX kX7vX tfDU'XX 1,3-5F7VU 
XX 1H— fS^/-;K 4,5-vtHP-lH-<$^/-;K 2,3-^tF 
CK>F-;k l,2,3 ( 4-rh7t:KP^yux 1, 2,3,4-rh^t Hn-f 

enyx>&£>*£F£U>. 

&g (^L<iic,. t 7WiW ^bT^Tfei^Ce.^Tu-^ m 

^T^P^-C ^T^Jl/ ($?£L<te;* h^X^^JP) > C ,^7^ 

^t^tmmzmm^t&K.^)?;, trnu^x> 

26 efc t^g&&&&| t LTtes f&fB R 1 1 R 2 i^H^f-Sg^^ 

^xhz^gm&mms izmz .r$mm$mmi turn n 
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5 X/[gMV*/UX xF^FP^X/tbHUJ^xUvX fh7t 
FP^X/[b][l,7]x7xU*XX xF^bFPbU F[4,3-g]*/UX x 
F^bFPbU M3,4-g]*y VX xF5bFPbU F[3,4-gH7*7 U 
X Th7kHDHiJF[M-g]+;*1j-'JX xF^bFPbU F[3,4-b] 
*y=HHJX xF^bFPbU F[4,3-b][l,5]x7x'>7X fh7tH 

10 P b U F [3, 4-b] [1 , 5] x7 x U *J X x F 7 b F P b U F [3, 4-g] *x V* U X 
x F 7 b F P b 'J F [3, 4-g] 7 * 5 ~XX x F 7 b F P x7 F.[2, 3-d] 7if b 
X xF7bFP7ifby [4,5-gHV+y UX xF7bF*P7ifb/ 
[4,5-b]*/UX xF9hFP7-fe*tfy [4,5-b]*7*1i-UX xF^bF 
P 7if b/ [4, 5-g] X x F 7 b F P 7iz bV [4, 5-b] [1, 5] x7x 

15 V-7X xF7bFP7ifb7[4,5-g]7*7vX ^1fbFPx7F 

[2,3-d]7\/-XX A*xbFP7 % /W [4,5-b]*/UX xF?bFP-j3 
-*MiJX xF^bFPbl) F [4, 3-b] -T>F-;K xF^bFPbPP 
[3,2-gK7*y UX rh7tHPtfoo[2,3-g]'fV+; UX xFxb 
FPbU F[3,4-b]77'JvX xF^bFPbU F[3J-b]7xxv>&<!£ 

20 frW^ns. Wfe, xF^bFP^X/ [b] [1,63x7x0 >*X&£ 

m tbxit, wis rm&m%bT^Th£^ stz^i i mmmviTs. 

25 #IAk£lfc^L-5& #£L-<&lft^L3t|-?&5o ll»2ffil 

^fimswu $?^b<«AP^Xb$nTVixfeiViC 1 _ 6 7;i/4;v 
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5£ (I) T*£n5tf;£tt05"&, X^X 1 [XHSCONR 8 , NR 8 C0 (R 8 & 

Aa^Mb$nxviTt>iVi c x . 6 7;^;k Aoy><tsn*o> 

5 X 1 # COM (R teTk^M? * tc tt C j . , 7; jkT) § £ £, Ar ttA 
#C01fflTfc*fc#, Ar «7;Wk 7;i/P*Xfe£tfAP^>^£,gfc?ns 

10 <x/-i';i/7$y-^^/u>T^<,x 1 ^coo^§i#Ar 'ttnyg* 

ifi (D T^nSjk^CD^Xfe, XW0NR 8 3;fc«NR 8 C0 (R 8 &7j< 
*IR^v AP^XffcStlTVvrfeJ^C 1 _ 6 7WK AD^>ftStlTV»T 

i5 fe .fcvs c 1 _ 6 7;1/^;v-^;^;k Any^anT^T-bJ:^ c x _ 6 7;p 

20 -5c 

4' P D-N-[6-[(N, N-^^75 /) ^N\-l-±y^M [1, l' - If 

4' -7 P P-N- [6- (1 - M P U y^JM ?M W -2-i~y^)V] [1 , 1 ' - tf 7 x - 

25 4 , -^PP-N-[6-(l-tf^U> J njl/^5 L ;W-2-^7?;W[l > l , -t:7x- 

N-(4-7*P*7x-;i/)-6-[(^5 1 ;i/75y)^5 : ;W-2-^7h75 H ; 
N- (4'- 7 P D [1 , 1'- tf 7 x = M -4-1 M -6- [ (N, N-x* 
;W -2-7-7 H7SH; 
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4'^DO-N- [2- [ (N, * J-)V7 %/)*TM -64 / U - M [1 , 1 ' - fcf 

4'-7;^a-N-[2-a-tfa U5?-;p^^;w-«-+y u=;w a, i'-b?7x 

5 4 , -7qD-N-[2-(l-trpU^;M^;W-6-4/Uc:;W[l,l'-k*7xn 
JW-4-*^+U-5 F ; 

4 , -7;^p-N-[2-a-tf^u^-;M^;i/)-6-47U^;W[i,i'-t*7x 

4' -7 D P-N- [2- (1-lWJ -7~JM -6-4 7 U ~;M [1 , 1 ' - h* 7 x - 

io ;W-4-#Jl/#4tfS F ; 

6-(4-7;^P7x-JW-N-[6-(l-H.nUv^^9 1 ;W-2-^7^;W-3^ 

775 F; 

6- (4-7 d □ 7 x -N- [6- (i - tf p u -7-;v ^ -2-^ 7 5 1 ; w -p J- y 

75 F ; 

15 6-(4-^5 1 ;V7x-;W-N-[6-(l-tfPU^r:;V^5 1 ;W-2-t7^;W-P5 1 > 
75 F ; 

6- (4-7 M0 7i -N- [6- [ ?)V7 5 7)* ?M -2-* 7 WW - P 
^775 F ; 

6- (4-7 P P 7 x W -N- [6- [ ( 9)W 5 7 ) * WW -l-f 7 WW - □ ^ 
20 775 F ; 

6- (4-^ w^ x n;w -N- [6- [ (e? * WV7 57)* WW -2-* 7 WW ~p ^ 

775 F ; 

4- (4-7 JV* P 7 x~;i/) - N- [6- (1- M P U *7~;M WW 7 WW -1- K 
' ^U'77^;i/*4U-5bV; 
25 4-(4-* h4S/7x-;W- N-[6-(l-lfPU^-;MWW-2-*7WW-l-fc! 
^U-7>*^4+J-5 F ; 

4-(4-*WP7x~;W- N-[6-(l-£PU^~;t/*WW-2-^7WW-l-t^ 
US>>*;M?*"fr5 F ; 

4-(4-^^;l/7xn;W- N-[6-[($?*Wl/75 7)*WW-2-:f7WW-l-fc? 
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6- (4- 7 m P 7 x - ) V) -N- [2- (1 - tf P U -(Mr / U -JW - 

^>7S H ; 

6-(4-^DD7x-JW-N-[2-(l-t!PU^;M5 1 ;W-6-^/U-;W-Zl 
5 >7=K; 

6- (4-7JM-P 7x-;W -N- [2- [ ( V* f-JV7 5 / ) * -6-*/ >J ~;W 
P^>7^F; 

6-(4-^PP7x^;i/)-N-[2-[(^5 1 ;i/7$7)^5 1 ;W-6-^y u-jwr: 
?>75 H ; 

io 4-(4-7;i/^-P7x-;i/)-N-[2-(i-h!PU vn^^^W-e-^y 'JrjW-i- 

4-(4-7PP7xz:;W-N-[2-(i-tfPU^r.;u^5 i ;W-6-^y U-;W-i-tr 

4-(4-7;u^-P7x^;w-N-[2-[(^5 1 ;i/75/)^^;W-6-^y'j-;W- 
15 i-^U5?>*;PjRW5 P ; 

4-(4-7PP7x-;w-N-[2-[(e;y ^75/) y^;i/]-6-^yu 

6- (4-7 p 7 x -jw -N- [7- a - e p u s?=;m -3-* / y - □ 

^>75 K ; 

20 6- (4- 7 P P 7 x ~ M -N- [7- [ ^ 7 5 / ) y ^; W -3-* j y - ;w - 3 
?>75 H ; 

4- (4-7;^ p 7 x -;w -N- [7- a- tr p y -3-+ / y ~m -1- 

ys> F ; 

4- (4-7 P P7x-;W-N-[7-[(^5 1 ;P75 7)*3\>W-3-*y u^;p]-i- 
25 tf<y5?>*JP#W5K;. 

4'-7PP- N-[7-[(^y5 i >75y)y5 1 ;P]-3-^/y-;W[l 1 l , -t:7x- 

;W-4-#;i^*-y-5 K ; 

4'-7;^p- N-OO-h'py ^;M^;w-3-*y y=;W[i,r-fcf7xr 
;u]-4-#;i/tf*-y-$ H ; 
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5-(4-?DD7 X.-M -N- [6- [ <5>> ?;i/7 5 / ) ;* -2-7* 7fJW -2-tf 
5- (4-7 P 7 x=JM -N- [6- (1-tfO U JM^W -H7fJW -2- 1! 
5 4'-7;^n-N-.[6-[[4-(4-^h^~>7x-jW-l-^U^;W^^3-2- 

±7^;W [i.,i , -lf7x-;W-4-*;^u-5 F ; 

4' -7 d D-N-[6-[[4-(4-^ h^^7xn;W-l-tf^'J J>WI/]-2-:J- 

79\>W [l, i'-tf7xr;i/]-4-^j;i/#^5 F ; 

4'-^ h^v-N-[6-[[4-(4-^ h^->7xr:;v)-i-t:^u> 5 n;n^^;i/]-2- 

10 [l,l'-k'7i^W-4-*mt5 F ; 

n-[6-[[4-(4-* h^>'7x-;^)-l-tr^Ui?n;^]^^;^]-2-±7^;w-4 , - 
^^;i/[i,i'-t?7x^;w-4-*;^-y-5 H ; 

4' - 7 D-N- [6- [ [4- (4- 7 P 7 xZJV) -1- tf< U V-M * 9)V\ -2- 
t7fJW[U'-lf7i-;W-4-*»t5H; 
15 4'-^PP-N-[6-[[4-(4-7;^P7x-;W-l-tf^U^;W^5 L ;W-2-^ 

7?;w [l, r-tf7xn;v]-4 T ^;^^5 H ; 
N-[6-[[4-(4-7J^tP7x-J^)-l-lf^Uv J ^;^3^f;^]-2-^7^;^]-4 , - 
* F*Mi, r -H7x^;W-4-*;^^= F ; 
N- [6- [ [4- (4-7 )VtU 7 xn;w -i-tf ^ u :7-;W * ^/W -2-± 7^;w -4' - 
20 ^^i/Ci, i , -tf7x-;W-4-*;i/ , ^u-$ F ; 

4'-7;^P-N-[6-[[4-(4-^^7x-;W-l-t:^U^-;W^?;W-2-± 

7?M [l, i'-t*7x^;i/]-4-#;i^*+J-$ F ; 

4'-7PP-N-[6-[[4-(4-^^;U7xn;i/)-l-^'Jv^JH^^;W-2-±7 

25 N-[6-[[4-(4-^^7x^;w-i-tf^u ^-;w*^;W-2-t7^W-4'-* 

h^r->[l,l , -tf7xn;W-4-*Jl/^1i-$ F ; 

4' ^JWN- [6- [[4- (4-* 3MU7 x-Jl/) -1- tf^O 5?=JW * fvW -2-^" 7 

[i, r-if7x=;w-4-*;u#**5 F ; 

N- [6- [ t4- (4- 1 F P * '7 7 x n; W -1-tf^U *?=JV] * f-M 7fM- 
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N- [6- [ [4- (4-7 $771 -1 - tf ^ u * -2-±7^;W -4' 
h+v[l,r-tf7x-;W-4-*;i/7j?+lJ-5H; 

4' h * v-N- [6- [ [4- (4-- h p 7 x ~ ;W -1 - tf ^ >J v ~ ;H ^ ^ ;w -2-^- 
& 7 9M [\ , 1' - H 7 x - ;W -4-* H ; 

N- [6- [ [4- (4-7 □ □ 7 x Z.M -l- tr^ u v-;w ^ 5mm -2-± 7^;W -4' 
h+v[l,l'-t:*7x-;l/3-4-^Jl/^it$ h* ; 

6-(4-7;^P7x~;j/)-N-[6-[[4-(4-^ f^>7x-;i/)-l-t'^U S>njM 
^5 1 ;H-2-±75 1 ;WnP?>75 H ; 

6- (4-7 P D 7 x -N- [6- [ [4- (4-* 1^77 xZ:;» -1- fc!^ ij ;p] ^ 
5 1 ;W-2-^-75 1 ;W-35 1 >75'h* ; 

6-(4-* h+->7x-;i/)-N-[6-[[4-(4-^ h**>7x-;i/)-I-fcr^U s?=;M 
^^;i/]-2-^-75 1 ;W-P5 1 >7$ H ; 

N- [6- [ [4- (4-* h+x7i =.&>) -1 - tf ^ V * 3-M -2-j- 7 9=- ;« -6- 

15 (4-^9 1 ;i'7x-;W-P5 i >75 H .; 

6- (4-7 m P 7 x~;i/) -N- [6- [ [4- (4-* x~;W -1- tM ij j?- ; W ^ 
?;W-2-^75 1 ;W~n5 1 >75 F ; 

6-(4-7DD7x-;W-N-[6-[[4-(4-^9 1 ;i'7x-;W-l-^U^-;W^^ 
;W-2-^79 1 ;W-D9 1 >75 H ; 

6- (4- pt h * z, 7 x ~ ;W -N- [6- [ [4- (4-* ?)V7 x^;W -1- tf * U * 
9 1 JW-2-^79 1 ;Wr:n^>7$ H : 

6- (4-* 3\>l/7 x - JW -N- [6- [ [4- (4-* fJ^xZJW -1-tf ^ ij S?n;W ;* 9 1 
;W-2-t7^M-P^>75 K ; 

6- (4-7^ D 7 x ~ ;W -N- [6- [[4- (4-7*# D 7x~JU)-l-tf^ " J v~ M 
25 ^5 1 ;W-2-^-79 1 ;W-P^>7S H ; 

6- (4-7 P P 7x~;W -N- [6- [ [4- (4-7;M"P 7 x tf * ' J v>-;w * 
^;W-2-^-75 1 ;W^P5 1 >75 H ; 

N- [6- [ [4- (4-7 Jl/tD7i n;W -1- tf ^ U -7 ~ M * ?)V\ -2-j- 7 W -6- 
(4-* h+v7x-;i/)-P5 1 >75 K ; 
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N- [6- [ [4- (4-7 )V* U 7 x- JW -1- fc^ U ?-)V\ * ?M -2-t 7 SSfc] -6- 
(4-^5 1 JV7xr.;W^nf >75 H ; 

4-(4-7;^07xr:JW-N-[6-[[4-(4-^h^^7xri;U)-l-e^U^;W 

>^;n-2-^-75 1 ;W-i-t:^u^>^;v^it5 f ; 

5 4-(4-^OP7x-Jl/)-N-[6-[[4-(4-^h*'>7x^;W-l-tf^U^;W^ 

^;w-2-^75 l ;w-i-i:^u> J >*;^i}-5 K ; 

4 _(4_^ h^5>7xr;i/)-N-[6-[[4-(4-^ h^^7x=^)-l-K^U.^W 

N-[6-[[4-(4-* h^->7x^;W-l-e^U> J ^W^^M-2-±7^;H-4- 
10 .(4-^^7x-;W-l-tf^U'7>*;^W5 H ; 

4-(4-7 7 x-;W-N-[6-[[4-(4-^^7 x-;»-i-t^u 3?n;w * 

4- (4-? P a 7 x =.M -N- [6- [ [4- (4- * 9^7 x ~; V) -1-tf^U * ^ 
JW --2-^-7 ^W-l-tf^U ^^M+fSH ; 
15 4-(4-^h^^7x-;W-N-[6-[[4-(4 : ^^;i/7x-;i/)-l-tf^U^-;W^ 
^;W-2-^75 i ;W-l-tr^U> f >*^#W5 H ; 
4-(4-^5 1 ;i/7x^;V)-N-[6-[[4-(4-^5 i ;V7x-;V)-l-tf^U^r:M^^ 

ji/]-2-^7^;W-i-tf^u ^^i^u-s f ; 

4- (4-7 m P 7 x-;W -N- [6- [ [4- (4-7 D 7 x ~)V) 3?-JM 
4-(HD07i -N- [6- [ [4- (4-7 JW* D 7 x -1- U * 

5 L ;w-2-^-75 1 ;w-i-tf^ , Jv ? >jb;^* , tJ-5 f : 

N-[6-[[4-(4-7;i/^P7xn;W-l-t!^U'7-;W^5 1 ;W-2-^75 1 JH-4- 
(4-* b^'>7xn;W-i-lf^U5?>*;P#^U-S F ; 

■ 26 N-[6-[[4-(4-7^^P7x-;W-l-t?^U'7-;W^^W-2-^7^;i/]-4- 
(4-^^;V7x-;i/)-l-tf^U-7>*;V^"tJ-5 F ; 
N-[6-[[4-(4-> D P7x-;W-l-tf^'J S J~)V\ ^5 i ;W-2-^79 L ;W-4-(4- 

7;i/^P7x^;w-i-tr^u^>*;^^$ F ; 

.4- (4-^7 P P 7 x -)V) -N- [6-[[4-(HDD7x-JW-l-t^'J * 
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N-[6-[[4-(4-^ DD7x-JW-l-kXU * -l-*7?M -4- (4- 

N- [6- [ [4- (4-£ D P 7 x ~ )V) -1 - tf ^ U * f-M -2-±7?)V] -4- (4- 

ft^ft (i) (io ©Jt-tL-ctt, mmMtom, r> 
t-vhM. ^mm&tm, mmt<D&< #w&©& mmtzit 

*$^£©&©J?lfc$<hLT«, m.& HJ*3MK75X MJx 

wax tfU^x tfnux x*y-;i>75>, 

15 bUX^y-;i^75X ^->7 0A^r^;i/75X N,N-i^>5^X^V> 

$>7s>fcH£©&aw£>tt5. ■ 

iii^towtbTft, ant Uttm m » 

20 tt, ^7^> fi€Bt ^W>ft» 7x>i?, U> 

a? t # 6 n, ant 7 s y r t ©i&©$?@&fl! t LTkt 

£tt&©£©fcj6>Tt> % i^c^iiawtb^. eg*tf, its 
m (i) *fce (io «> Bittwift»srr**^ v 7jPAu&«tt'(«i>i«, 

±h'J7A^ *U£Attfc£)» 7^#U±a«tt(m.ll #Jlo"?A 
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MiT^Ttii^ tit, its®) (i) %tz\t (D \$, mmt-gmm* 

10 $nTViT«b«fcVio 

*%Mt£Vs#* ***tt*fc &fi£14&, 

nfc3^wtt# t>*» fcfi** ft * o 

7ir£#£ft^&fc{t£#K^*tf* (+) -7>rm ' (-) 
ft, W-W, (-)-SSBt, (+) -1-7x^75 X (-)-l-7 
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#KT5#i*. m»^a?h^7 7^0i^ BNANTI0-0VH( 1 — V— 

0 

j&(#J;U& x*y-;k **/--Jk 4VJuns-M 7i:hxHj;k 

MMSitS^lCekt), «Wtt#*4Mtr*. Wttf, #7*n"7 
h^7-<-©*§£> CP-Chirasil-DeX CB(-7--XJU1MX>7ftfi)&£ 

3)v>77xI/*T-& 
D3t*Sttfett*aMfcS«J DiHTC. tic ± 

*»wfti&*3&j^rt ic k h o^v^fcia i, 2 $75 j mtzmr, mt 
15 . smtm&'&mmLmiu. mtpa co-^h*->-a-(hU7^n 

Ctlctt), ^n-enxXr;H*Sfctt75 Kft©^77T-M-v-£t#5 

Wfc*iStt7S >*7 t cli7Jl/n-;rat$lt^^{c#-r^iic i 0, * 
20 n-€ f n75H#*fcttxxT-;H*©e?7X"ru*T-*s#6n*. #nzn 

iCctDs 7c©^«©*¥Htt#icS»arns. 

ft^* (io ©yoH^y^ £^&tm&&9&#irTW**m 
25 <fic**s«icj:Dfti^* (10 ic«T§{^% tut>*>mmmzmt, 

»*»«a^&iBcLTft^* (10 fc«ft;T*fc£4mi3. ao 

©^PH^y^tLTH, ft^tt (10 07$y»*«7'>;Wb» 
DA;Kft*nfcft^« [0!k (10 ©7S7S#x<:iij-/<;HL 
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{b3ftfcfc£«i&£] (r) ©jfcRStf^JWk TiWWk, o 

/t^KM;, 7n/v<owfc> K/tp-oWk u-^>x;wb, 7*?vjv 

(r) o^^+^at^xxTJWk, 7 s Wbstifcfl^fc [flu 
■fb£* (r) ©*;i/^^->;V'S^x5 L ;i/xxx;Hb, 7xn;i/xxx;wb, 
io jfjj^+s/^^nxfwt, ^^75y^^x^T-;wb, K/tD-r 
;i^*^5fjvx;wwb, x h**i3Mpfrtti'3&)VxZ7'Mb* 
7^u^xxx;Hb, (5-^^-2-^7-1, 3-s>**vi/> 
-4— f ;w ^jvxt. r)Wb> i/?D^»j'!iiW:rai 

15 {b^*ttg#^fti©^Sfc«toTfl:^« (T) *6«JST«Jifc38(JTf**. 

ik&Vl (10 ©^oH9y^tt, £JH*J£1 9 9 Offl rBEKA© 
H5SJ ^7#^KH-1 6 3H*>S1 9 8HfcBB*;*nW*«k5fc, £s 
W&#TMb£«& (10 l:»§t>©T^otfeJ;^. 

20 *38Hfc£*fcL mm&tZ [fijgfel] &V>L CCBEH5fg7] , &5 

JRIWb^fct/cJli^5tt5fc£tt (II) (XIII) , 
(IVO > <b-er#) (Ilia) , (I I lb) , tt&m (I He) > {b£#l (I I Id) , 

^* a no > K&k (into , fls^ni a in) ^n^nmtbxffl 

25 Vvtfc«i:V>. noiSfcittfcum *WBbfcfc£» (I) (10 © 
#$PRJft, 7SyfcE& x*TJWb£f^ 7$HflsKl&, xx^WbEfo 
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77>^v'3t^ ^WWya>X (ORGAN 

IC FUNCTIONAL GROUP PREPARATIONS)^ 
2fc 7#x$y£7l'Mfc (ACADEMI C PRESS, INC.) 
5 1 9 8 9^1 ; 3>yiJW^.^->^ . Yyyx7t-^~^3 
> (Comprehensive Organic Transformations) VCH Publishers Inc., 1989 

[MSI] 

S (I) {'^^TX^-(CH 2 ) w3 C0NR 8a (CH 2 ) W(J -TS-5>^tl (I a) 

(75. msus) 

R ,a 

I r'-. 

Ar'-fCH^-COOH -f HN — (CHj)»4 — Ar — V 
(»» (III) [ \ 



A r ' — (01^3 — CON — (CHj) w4 — Ar— Y— 
(la) : 



is k rAny>^$nxviTt)J:ViC t _ 6 7;wi/j ttm Wis rs&g 

tt r75 FfcEfcj- TIB© rjH*IIM£JBViS$i&j t r#;v# 

20 i) JBzK«^ai*fflVi5^ft 

fc£«(III), lfcV>U5S*©fcfc*(n), *«k«lfeViL2a*©K* 

TOtt»iif*eK«*#*. «i^c, i&nu.6S*©i- 

t Fn*^>Vh U7y-;P<H0BI)*J;m*&tt)jWa»E*a:V»U 5 %m<D 
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i-x^-3-(3-^^5 l ;i/7$yyntr;w*;^> f 'i's f imotso 
&ft*. wsc iffltLK. 

5 f^Wij £ bTte, 0J*J£ - h U mm% Off* b < tt7"fe h-b 
73 K^M(»£b<W;DMF), AP^>ft;lftft***«FllEfl6P*b. 
<it^OD^»> X-r Jl'fcJM* Off* b < « THF) t£ ZmtfbtlZ. 

uti&ii; -a^±*3i^ofti^ffl i &bTfflViTt>j;^. 

10 1 ) VmfTJUJ U U ±JR£JK©**ft» (09, 7K*ib 

7JWU^Ji*fctt7Jl/*U±»«JR©75Hji (#J> U3^A73h\ * 
HJ£A73b\ U?2A^7:/Dl£jl/73F, 'JW^nA^^ 
;KT3h\ ^^AaWW^?^^ ^hU^AA^+WJi^ 
15 95>F, A'J.fA^^Wv'^^^t') > 7;i/*U^«*fctt7JP 

Xr-*~>h\ #U£A t e r t -yM^Kfcg) &£©3a&S ; ■ 

2) 08 7;^U^JR*fctt7^*U±«^M©*Kfll* (0>k 
fltf-HJCA* jMMto&UtfA; zkSHbU^A, 7»ftAU£A&a , 

20 7;w& u ^m*fe«7;v* u ±&&jR®&fttt (0J> r u 9 a, r& 

®7jcfiiJ£ (k RR**^-h'J9A, U*Afc£) fe£o«6«* 

3) m& hUX^73X ^V^nmW$>, N-*?- 
25 JV^'JX ^*5MK73/t!US>X DBU (1, 8-^7-ift'^P 

C5. 4. 0] £>xX-7-X» , DBN (1, 5-^7ifH^D (4 
3. 05 y>-5-X» fc£WS>^;04*fc£t?U>?X f3^/-;k 
2, 6 -j^^/^oilllli^ft^'olM^t'^^W 
5. 
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S^fflfttt, SMS (0&HL30 , C> OTH*) E£ftW«, 
fl*lf 10&V*l/24l$IWT?*S. 
5' ii)#;P#*5'0E*W*#fcflfr»*;SF8 

fb£tt(II)©EJ&ttKi*#:t 1 5 ^*(^^L< « 1 3 3D 

io k, rnzru* ma. msmmmm. c H 7WJhAM>i, c 6 _ 
wens. 

15 R rttm«^*l/TViTt>i^7xy-;i/j rg^gj fcLTtt, 

H*iiAPy>M* (ft 7y*, 3**fc£) , -hD, A 

. D^Mb^nx^Tfej;^ c ,. 6 7;^;k AP^Mtsnwrfej:^ c , 
tt rApy>{fcsnT^Tt>j;Vic 1 . e 7;wpj , rAD.y^fcanw 

20 Tt>«kV> C ,_ 6 7;i/P^->J tbTtt, MSB r*JjUS^LTViT*><kV5iRjK 

y-;k a>^7pp7x7-jk ^>*7;k*P7x/-;k p-- hP7 

urn* tttmmm -hvmm> 7^ mm. fh>m®, ^ 

S£LTEtrvr*>«kK fcfrTfc, 7-fehrhU;k THF, $?#DO** 
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r&gj tLTit, mztnuvbcDfim^ztiZo &&&& ff*u< 

tt, *JWb*HJ£A, MfcfcUtfi^ M^hU^A, fcSMW-hUtfA, 
tKK«U^A, MfcMW-HJtfA, *«***U.9A, KUX^TS 

. aft 5 &KfcV> b 40 UN, < 1 fc L 18 WMT?* 5 . 

? • /•'-, • 

W— N— (CH 2 )w4 — Ar— Y— N' ) 

\ \ Y-"'" 

(Ilia) \ '■■"/* 
10 K^, 1 &7S 7 iOfittS^ ^(DTOIB^«tfIIBtlWlic^^^1-]-e^^ 

So 

15 #:=JM0!K ^h^rtJl'tfX^ Ih^f^M^K tert-"7>*->#;i/ 

9-7;^W'X>^h*^*^#x^34©, h!Wk 7*n 
-fjk N.N-v^^kTS/^kX ~>'J;K#J> HUMUS' UJk MJ 
20 x3Mk>'J;k ^;*^;k7xXJk>l)Jk tert-7^;k7Wk>U;k tert 

A* a**fcffl, c 1 _ 6 7;P3^>(^ *h*x xMrX 7d#*s> 
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£ L < & 20t:ft V J 1 1 40"C fciSatf 5 Ctfc«t?)fT5. 
ffl*ft<b£®l (1 1 1 a) fc#LTffl# lfc^LlOOS*, Jf£L<ttlfcV>b40 
^1^^. »Sfctt#£©lfta£UTtt81fr, 0.1fc£fcV>l,18£j£, 
5 S b < « 1 fifefcVs b 12 EJfcBIWtta* 0. 5 l$M&fr> t, 48 B# 

10 L 20013, S : ^t<«0 , C^ViLlOO < C{I^-r?,CilC«fc^fT5il«i:^-r^ 
«. fiP&tllBIOffifflltt^ftdlljOKl^l/T 1 fc^b 100 £fe »tb< 
telfcV>U40^«Tfc5. 

15 wifosi'f'T, «ffi**v>ttMfc*i:TaijETK:, fls-&«aiia) 

fc6»(IIIa)tt, a 
I 

W— N~(CH 2 ) w4 — Ar— Y— L 
(1Mb) 

20 L »RMS«, *©ffi©BW8WBiW*llftwt]T«*n*fl:' 



£4 



/-••■•, 

HN' 

R 2 ..- ■' 
(INI) 

•koTlBWacifctf-p**. 
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. .tt. r^ma^i/r^Tt)^ c 6 _ 10 7U-;^;i/*-;i/^->j fcfctt 

10 Tfe^^Ce^oTU-;^^*-;^^^ ©£##)<!: bT&, 

m r»SJ £?£b<te, }\otf>Wr? (®l<MMs 37^& 
15 - Ml,x>X;i/#x;i/tf*5/ft£Tfc5. 

20 #JLfeM©»&Tffi£UTJlV>T'b«kV>. fc*>"Ct>» 7-fehxMUWN, 
N-> 5 ^^JW^A75 H (DMF) , 7th>, X*/-;k h!U3»& 

ft-&lb(IIIi)©ieffl«4, flJ&ttUHWte&U 1 SS&V^b 100^gT?$> 
5. Sfc, fl:^i»(iiii)SSJS»»'*ffl^Tt>J;v>. 
26 2 0*0^^2 0 Ot;,#£b<&m&V>bl00 , CTfc5. 

>HJ£A* «#U7A, «B&tM)£A, fcUfctMl^A, zMftfc* 
U7A, J(MzKJlW-HJ£A, K»**#U£A, h'Jx^Jl/7SX tf U 
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v>>fc£T&5„ 'aa©*ttfl;£*aiib)fc#u 0.1 100 ^1, 



R 8a 



W~N-(CH 2 ) w4 _ Ar _ Y _ 0H 
(lllh) 

#5. 

Sflte*!*, fltefc (i lib) *^©7<>;WbEJfcfcf5rr c t \z «k 
Wtt 0. 1 RDUttV) L 48 fiFS L < « I fcn L 24 »|BT**. 
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£fc,.fc£«j(IIIb)fc43Vvt, LiSV\u?>m?r&%4KGV9\t, «© 
itSMUli)*, MZ-ttW-i-JV *7 v^ji^xhj- 35 , 
2761 (1992)»£K:IB*OK«»*Vitt^nfclp , fSJK*fc#1 - iltK:J;oT 
5 fiifSCifcT!**. *Hl5Tlt JUS, N-r/n^a^S/^SF&g 
OAD^>fti, * *0K>!/-f K> 2, 2'-.7 vex (<f V^n 

flsfcft (I I Ih) tt, «©x7,xJWb£ti (Hid) S^»©3t7afet«k 0 S5c 

2Afc£©**<b7Jl'5:2£Aii*fc£) 

16 3212 (1991), ^^-^ ^'/t^rS^h'J-, 35 , 2761 

flWEfc^Ki (i 1 1 i) g#&»©;frtefc«k 0 «jfi-r - ttfrzz. 
20 flf&*(IIIa)tt, a 

I 

W — N— (CH 2 )w4 — Ar — — CO — 
(II lc) 

. K4 , ^R 9> «^^fc«Aoy^b$nT^T%<i:Vi 2tifi©C ^ffll&M 
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io rTOttwati turn 7;m-;n^M, ■x-rJWWMfc 

AD^>^b7jc^w, #«k**& -bvrnm, 7$mm, 

r^^Tfe^K ^^/-;k i^y-;k usat sin. 

3t7C^J<h LTkt M^f&k^t^ifi^h U h U 7-fe M^#SMl5 

afc-2irc&ubi5(rc, #Sb<tt20fcv>bioo'CT*s. 
imvfztis. mommt, &$&©*§& 0.01 s*&v»bo.i 3* « 

atbTtt, m^«?^>, vmm. mm, mm. 
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R 8a 
I 

W— N-^ (CH 2 )w4 ~A r R 9a — COG— R 9b 

5 Olid) 



R 8a 
I 

W — N— (CH 2 ) W 4 — Ar — CH 3 
(I I If) 

^fDWfK- 22, 195 (1 984) & £ tfB«©^^) KckOX^S. y\\&® 
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*8£ftfck fc£*(IIIa)fc:feV>T, fl*tfY#-C0-£7**l/>£ 



& 6-75 / -2-^-7 ^lx>*;kj}?>^^xXx;K> 5-75 7-2-^7* 
• U>*J)l'#>m* ; ?)l>XZTMZ, WO 98/43953 fc^ClBm^jSKeJ; D®£ 

io ^tie»75y^7^i/>^;i/7K>mm ^t5i-7^i/>^;^> 

^X7x;HS£, fltfitf JP 06107599 &£i£fBt©;£i£k:ck D^yx7x 

-#-^7^57 HJ-, 60 , 4412 (1995), ^r^*^ 7y-7->a- 
x<*;V 7*1/^X 35 i _2698 (1 987) & £tfBfc©Ixf&k:#t" 0 IS 

H 6-75 7-2-*3SMV U>&, #UY-7>7>\ 42 , 175 (1999), 
^t-t)l/ ^7 tf— #Xy7dr57HJ-, 28, 1753 (1963), i^^ — 

i-)v ^-5^;uyy-x^- c, 829 (\m)tzE\zmmmm%h 

-hfB r*)l#* i y<Dm^mmfc*m^&} », ^ : Ar J - (CH 2 ) w3 

-so 2 oh (^toiB-t«MfBt|5i^8^T) T^$n§7;^>m, £ 

fc»5$ : Ar ^(CH 2 ) w3 -S00H (^^©S^«tuf3t|llice^1-) 

$n§7,;i/7^>m^e>, ^n-? ; n^-r?.7N;i/7h>75 H^*^fc«7 

)V7J >75 KB§«ftfc«£rs»£K:t>jIfflTt$. 



it (I) ^^TX^-(CH 2 ) w3 C00(CH 2 ) w4 -^5<t:^ (lb) te, 
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Ar'— (CH 2 )w3— COOH + HO— (CHj)w4 — Ar— Y— N 



(ID 



(IV) 




Ar — (CHjXr3— COO — (CH ? )w4 — Ar — Y— N 

(lb) \ \ 



10 b < 1 &V>b 3 S*0tt£©##Tfc:ff frftS. 

15 • tt, rtSfrfW-MJtfA* K«*»J^ *fflW-MJ£^ #«fltf-MJ*A, 
20 <fb£fKlV)teU g#^»©m ^J^.»i»09838156 K:SB«©^j**S^tt 



[8S&3] 
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5£ (I) fc*ViTX*J-(CH 2 ) wl 0(CH 2 ) w ,-T*5.ft^« (I cVtt, 

Ar-(CH 2 ) w1 -L -f H0-(CH t ) H2 — Ar— Y-N^ 
(V) (|V>) : : , R 



Ar -(CH^t — 0 — (CH 2 )w2 — Ar— Y— n( : 

(Ic) • \ 



6 tt*<Dm^\$tmtmM&z*T] 

(IV) iftl&V»b5Si (*r£b<tel£V>b2^*) O-ffr&tt 

io WJX KU5>>fc2T*S. 

■■ fi1IMb£« (V) te»bT»l&Vib5StT**. 

ADy>«*^»», -hvmmm. rs\*mm> 

15 ^±*aS©«|'&TS^bTffiV>Tt>«kV>. fc^Tfc, 7-k h - h U N, 
N-5>*^;n>/k&75F (DMF) , 7-fehx x*/-;k fcWJ5?>fc 

o-^vibi o or, »*b<»aa^b8 ot-c* 

20 

&%MKJ&?}& (V) t 0. 5 & Vi b 5 3ft Off $ b < tt 1 a H b ] . 5 
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- UTfc-£V>. .fcj&VTffe, 7-fef~hU;k '^DD^X //□□T^Afc 

mn 5 am^t 40 #?£b< » 1 fc^u 18 iwe&s. 

ft^ftdV)^ gft&fcn©m fl£«l09838156 fc!B*©#i£fcSV>tt 
[MS 4] 

15 a (I) ^^TX^-(CH 2 ) w3 NR 8a CO(CH 2 ) w4 --lr^§{t;'&# (I d) 
Ar'-(CH ? )w3-NH + H00C-(CH 2 ) W 4 -Ar-Y-N^ ^ } 

(vi) (vii) ! \ ..? *" 



Ar 1 — (CH 2 )„ 3 — NCO — (CH 2 ) w4 — Ar— Y— 

(Id) i i .1 
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[«JS85] 

a ( I ) fcfcHTX**- (CH 2 ) w5 NHCONR 8a (CH a ) w6 -T?**<bS«| ( I e ) 

f 

A r'— (0^,5— NH 2 + N-(CH 2 )w6 — Ar— Y-n(^ : (|X) 

(viii) I I 1 




R 8a 1 
Ar ~(CH 2 )„5— NHCON— (CHj)w6— Ar— Y-n( : ,. . 



mzmmm t mm**?} 

fc£®l(W£ 1 fc^b5 S*(jfS:b<«l &Hb 1.5 (VIII) 

tt> JWfc&U£2^ l«fc?-MJ$A, *WW-r-ytfA, 
Any>ftJMb****«, ftiUm xHJ;i>#»j& 75H*»J», 
£*a« tt, 2 0 'C&v> b 1 0 0 $F£ b < V> b 8 0 "C 
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<b£«J CVlll)*J:lWfc£*(lD S#^»o*»K:J; 0 KITS t 

• a (i) \z&\,*Tkr i mmz$i<TKTh^mik£mMg cat 2 

-Ar 3 ) (I f) fct 0J*.tfTBB7 U-** 7 7°'J >^^f3 

t 1 ' •' /■•••• 

Ar z _B-L' + L Z Ar 3 X Ar Y li( i ( X |) 



Ar 2 — Ar— X— Ar— Y — Nt^ i (If) 

ttA py > Off S t < ttSBfc h U 7fr*U * $ >Z)V*-)l 

is fctt^TfWSj fcfcwt, rg^gj , ntgaarttRSj > 

Ar 2 fc<fctf Ar 3 /^ fcfefcll&SfcWUWCfc «kVi7x-;VT?»0, Ar 2 
-Ar 3 ^fimS^bT^T'bJ;Vit:7x^U;VT'$.?>*'&^^tVV 
7U-^#y7'U>7*KJ» g#ft»©£J£> 7?* frS* 

20 7*>v^"tf7 (Acta. Chemica Scandinavia) , 221-230 199 
3^fcf3«c©m *SViti^nfc*1" *^j*Kl^Tff "5 
ffr&tt (X) £ 1 &V>U 3 S«0ffSb< ft l J&Vab 1.5 £*)®ft;£ft<Xl) 
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m rmi turn wfBt^c^o^v^ns. t 

5 

7i-M77^» HyPVJ* (0) . fH6/?55>!?A, tf* (hij7x 
x;U#*74 » rtyVVJ* (I I ) 7DUH,. /^y7A-Mi)5:^ 
10 If 6*15. ft r-y^r;H»«U tbtlt fh7^X (H'j7x~ 

;i/^7^r» -y^r;i/ (o) fcfififl|Stf&n*. 
K ra^^M^j ©&ffllte> (xi) tMl/T, 150. o ifcv> 

EFSlXttiftO. OlfcHbO. 5iilT&3„ 
15 Ej&BMtt, W*tf*9 1 t, 4 8 !9JHre*«. 

20 fc£#KX)fc±tfl&&»CII)tt, g#&ft ©7j&lC«k K) $?jgT3 £ t^T 
flj&tt (I) (Dot, ft&M (D tt, ETF® [«3887] fc£oT*>ffi! 

25 7i 

te&b (10 -tt, Ar'-H (XII) 

[5fc*, Ar 1 ttWI3t^t«^T]TS$n^{b-&tlSfc^©mt, 5£ 



WO 01/82925 PCT/JPOl/03614 

73 

L— X— Ar— Y— «( ; (xin) 

*■••••••* 

5 flj&ft (XID (xin) I3u aft^»Ojfif»fcJ;D«Jfi'r*i: 

15 WIB r5Sr«*»HJ iUT«».Wt& hJUXX 

ffltfB h*ft8ftj hLX\*s N.N-v^^Wi/ATS K(DMFh 

1MB rx;p**5/ FlilJ £ LTtt, 5>;W*;nMr5' H (DMSO) 
25 wis rxhu;t^i» £LTt*> 7thxhu;k 7Pt?3-x \ 
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;k 7°Ptr;K -fvyptMk :7>;k tert-^kka, c 7 . u 77M 
mak **>sw&2), 7x-;k NU^k 5>u;km^ MJ*?\>k>y;k 
h u x^;v v- u ;k 5^;k7 1-;^> u ;k tert- y?;ki? y ^;kv i j ;k 

tert-^;k^x?;k>U;i/^a, C 2 _ 6 7;k$-x;KR !-7UJI/&£)fc 
^WBHSftS. Cft5©*tt, 13CtV»t3fl©Any>R^(^ 7y», 
3£*&£), t,.,7^3tMfl|, *h*X xh^x 7*o 

th*D^>©««StbTtt, C,. 6 7WJKR *3Mk X5P 

■ ;k 7W;k -ryyatvk 7*?;k tert-y^k&a, 7xxjk mj 
^Jk c 7 . 10 77JWKW, ^>v;k^a, *;ks;k 
;W?x;KH, jtfJK T'atr^-x^a, ^>.vW;k c 7 _ 10 75;k* 
^>s?;kfrjktfx;k&£), 2-rb7fcFntf?x;k 

2-fh7tHD77-JK '>1)M«, MM^kvlUk MJx5Mk>U 
;k > f 'y^;k7x-;k>U;k teft-^Jk^^;k>U;k 
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3£*fc2), Cj.eTJV^H^ X5PJK n-7D fc!;i>&£), C a . 

ff)\,--f^ <i y i/y^y 7. (Protective Groups in Organic 

Synthesis), John Wiley and Sons m\m)KMm<Dl5Wl£\Z&CTfi5 

io zttfvzz. mm, m, m, tt^x 7i^k 

15 

*$mft>£m %rc\tt<D&$, mm t mmoxik^m^ e\z 

20. <l:bT^I^©M^ibT#l$nTt)J;Vi. 

tJPtyk C^iMr/ty* 7**\ fcb&OldstU 

mch \zwr^Mo^-namttiEt bTg±\z$-$znz>. 
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(malignant mastocytosis), ftHttJEH (exogenous obesity), j£H>5>:x 
U >ttJEHi£ (hyper insulinar obesity), iajfil8£ffliE}jS§ (hype rpl asm ic 
obesity), TSftftJBii (hypophyseal adiposity), ffishm&Effim 
(hypoplasmic obesity), fJWRHM&teTJEtfSE (hypothyroid obesity), & 
5 &T$ffiiE#i (hypothalamic obesity), ffi^Miiig (symptomatic obesity), 
/MS« (infantile obesity), ±¥#JE$t (upper body obesity), 
JE$t^ (alimentary obesity), &$B&(£Tttffi#t(hyi>ogonadal obesity), 
&&&BNffl&k (systemic mastocytosis), ^DfittlESI (simple obesity), 
Wffiffiii (central obesity) &2] , S^jCM(hyperphagia), fitSr&g, 
io ltWISi:#lfBn5, 

m%mm zmmimmt, ^n^tup^ ( i ) Wfc« ( i o 

CUT, ^S^lCfff#$n§W«hbT«, Mf#tLT«ffltf)#ffi 

25 ®m$k mm. mmu imsi), mmi wmmuEommttm^z 
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(L-HPC) teEimtfbftZ. 

io warn mx.& mm* 7;v3-jk ^pki/^Oh-^ 
mmmtVT\*> *f7y*hyx*y-;w75x ^u;v 

x*A, #fc^>ifhx*A, =e;wj>»^Jt'J>&2©»KStt 
M : WLtf*y tfx>U7^p-;k- *y tf-;vtfa y j&jw^** 
20 ;kfe;pp-xthy^A, tKo^x^H^p-x, 
t FP^v'X^WVP-X, k HP*5/^n WW:;WP-^a:©*Wctt 

mmtLTft. n*.\is A5#**>£Aff«x*x;i4& tun?*/ 
-;k ^>^7^3-jk 7x*^;V7JkP-;k rkHD»i> VAH 
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y-t^^tf), »aaa:f©«pj»;aj»jw cr gram MA&ift& 
•ttrtrtffiwa, Kttft&tti&£) , mm 'w, mmmm, mm, 

0. 1 100 fi*K*efc5. 

» 60kg) fc«n jft#*rs»&o i a %tz x> <D&$m$,*n?mMfrT& 

( I ) *&« ( D £ l/C, » 0. 1 U<J 500mg, b< 1 
&V>L$fl00mg, S6tffSb<Ji»5a:Vil/#9lO0iigTf&D» l 

3£j , TMCH MlCtffliffittj & £fc 1 «fc LT, *m<D MCH iSfagiJ 
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<U7H>ID » JTT-501, GI-2 6 2 5 7 0, MCC-55 
5, YM-440, DRF-2 5 9 3, BM-13-1258, KRP-2 
9 7, R-l 1 9 7 0 2&£#WS*l5. 
10 -f >7« U UTtt, fl^tf ^;W7 *=^R*ffl3WJ*tf 

^ntfAifc ^U^>?7Sh\ 7*'J^7h\ ^J^'JF&Wf^ 

x7*'J-b\ 5^7*U-b* (KAD- 1 2 2 9) » J TT— 6 0 SfcEtfi^ 

u > ; ^©iai*6afflsnfc-f >7sU 

t M >X 'J > ; *»!&, -f-* hfcfflV>*fi*I*ttfc£jfcbfct: h-f > 
X U >&£j&*^frf -f >7n U UTfci, 0. 45*>S0. 9 (w/ 

w) X©]EI&*£tH >x U->ffift ; jftftSiB. Sfflfc/n * 5 <fctH > 

-oxu>tctt, gsii. mm> -« 
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a-ifjvnis?— mmmtbx\t, mx&7*)ix-^ ^^^-^ 

&37VU±V>§:mmmtLT\$, #;UfAJ- 9 6 7 7, BMS 
- 1 9 6 0 8 5, SB-2 2 6 5 5 2, AZ 4 0 1 4 0&£>W$tl3„ 

10 *y h.; -f =iUZ?y h ;¥i-UZ*yh ; SNK-8 6 0 ; >M)IU7># 
rh; ARI- 5 0 9 ; AS-3 2 0 l&&^tf£>fts 0 

^ax^>=¥^->-ifC|lS^<fctT«, ^RffNGF, LY-333531 &£#t^tf 

;k ^^7yuH, ^nx^y-jk mtt^su^y, -tny-^>hM 

X^;k ^>9-> (memantine) , tfvyKU> (p imaged line ; ALT-711) 
20 »»Wf^tl5. 

ua— feMmttTf^ mx\t*)wx$y vt£Eifim\-ft>nz>, 

tWaitLTH 0iJ*JfV>>>K-;k r^7x>77>X 

25 ytiEi)mi^n^>. 
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7<j;k mk) t77°u;k usV7°UJk -r s^7*u;k 

-Wf7'u;k 5>7^v;;k T-^^u;k h^>H^^u;k ($b*) 

*U^A^^>^;^PmtLT^ F^«1/7^P-7*»JA, L-27152, 
• AL 0671, NIP-121&£#W£ft5. 

vl/^^k 4)V*V)V#>> CS-866, E4177ft£#We, 

10 tl5o 

HUG-coAm7tmmmti,x\$, mx\t-fyn^^y, yyn 

IB -feUA'X^X 'WU^X ZD- 4 5 2 2£fcft*-ne>©& (0ik 

±13 TO«^J £LTfcL ^il^^77P7x>fj:£^W?,n§o 
20 ±13 rgtrafeHj tbTfc m&?P^7-fe*tf*:>h\ 

m^A, ^^-feVN'A, ^P+-y-V*^A, 7PViz7\*A, PyifAA, 
7;l/7^7*^A, 7;Pv7-fc7WcC&mf£.ft£o 

±13 r^om turn -ym^j-y. 7M^$x 

25 
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.turn w&i*, i) um£m&f£\$mmumtm%m\t*Fim\z 

£fc$fi#«»T?©HP$ft4s 5) MCH«^|^7t«E^^t#ffflffl^J 
i&9J^fc«^tT»&nS2a©«^©a&5a46KT?0|^HII*^ 
V>T©ft£ (fl*t£ MCH^^J^fc«ES«M^;#ffl^^J©Ji^T!©^ 

58W**jrr*fc©©ft^©^!i 

KT©##^, gMt© rgftj «ofcv»L3 0'C£wU tsioe 
lictti«7^^A^(ii«t h u ^i^^vife. r%j « 

FABMS (pos) tt, A%M?ffmj^«f^ (Fast Atom Bombardment Mass 
Spectrometry) Icfctt* (+) &T$J£UfcK*;W K;i/?&£ 0 

*X*T?fflV>6nTVi*-t©ffi©BS^ttTB©*(**S1-. 
s : -»^I/>;h (s ing'l e t) 
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d : 


F (doublet) 


t 


HJ^Vy h (triplet) 


Q 


. 9 7 Wry V (quartet) 


m 


. ^)W/Vy h (mu 1 t i p 1 e t) 


b r 


: 7a— F (b r o ad) 


J 


: fry'7V>if'fe$k (c oup l'i ng . con s t an t) 


Hz • 


: s\)VV (Hertz) 


CDC1 3 : l^nD*K' 


DMSO-d 6 : Sv^JVXJP** v F 


THF 


: fh7tb*n77> . 


DMF 





DM SO : i^^XJl'JMrv'F 

WSCD : (3 -^^^75/^0^) 

15 WSC : l-Xx^-3- (3-5>*W5/:7nl£JW 
X H-NMR :^Dh>glM 

Gi^u-ft&cDCi^Trwti/fc. ) 

I R : a*MRJRX«** h)V 
20 Me : ^rJl' 
E t : X?)V 

HOB t : l-fcl*n*$/-lH-*>VfhU7y-;W 
I PE : 5?^ y^DtT^X-x^ 
DMAP : 4-^r;i/75ytfU^> 

25 

IUPAC-IUB Commi s i on on B i ochemi c a 1 
Nome nc 1 a t u r eKlJ:5IS#»5VJeSg»!IPfc*^*«ffllS^fc ' 
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DNA 




c DNA 




A 


* j j «■ — ✓ 


T 




G 


• S J - — 1 


c 


• *s p ✓ ✓ 


R N A 

IV- IN il 




mR N A 

Hi. IV IN ii. 




d'ATP 

vl A JL X 


. j a ~t s j j / y y » v ^ 


HTTP 


• v 4 ~r Sj ^ y yzi> v ywL 


U vjr 1 Jr 


. TTt /y X / y yzL ] J y 


HTTP 




ATP 


/r/y/z'J/l • 


p "n t a 


XT 1//// ^ ^UMSf EE 


o u o 




"R T A 
Lin 


x^tr-f A-f A / 7 5/t-f 


fl 1 XT 


v x ) y y 


A 1 o 

xl Id . 


y !7 — x 


V d 1 


/\'J ✓ 




u* \ y y 


Tip 

iic . 


n y x 


S e r : 




Th r 




Cy s : 




Met : 




G 1 u : 




Asp : 




Lys 
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10 



A r g 


: 7)V¥-> 


H i s 


: t7>:fv> 


Phe 


: 7x^Jl/77^> 


Ty r 


: f-Ui/y 


trp 


: hU^h77> 


Pro 


: 7°o>J y 


A s n 


: 7X/l7^> 


G 1 n 


: 


pG 1 




Me 


: 


E t 


: X?)V& 


Bu 


: 7*^;n 


Ph 




TC 


:^77U^>-4 (R) 



15 



20 



25 



T o s : P - hJUX>x;i/*~Jl/ 

CHO : t^)VS.)V 

B z 1 : "*>5W 

Cl 2 Bzl : 2, 

Bom : ^>5?;V**->^^ 

z .- ^>>?;^*^;^-^ 

c i - z : 2-^ uw<y*?)V**yti)V$-)\> 

Br-Z : 2-^D*^>^**^*JW?=^ 

B o c : t -7>*->#Jl'fcJV 

DNP : z?~ hn7x7-Jl/ 

T r t : h'JfJI' 

Bum : t-7h*y*?)V 
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Fmo c 



: l-hKn^^>XhU77-;i/ 



HOB t 



HOOBt : 3, 4-S?tHP-3-tHD*J/-4-**V- 



•io ' CiB^iJS-t : 1) 

7'^ SLC-1 £3- Kf* cDNA 07;^ bft^JM £j*T. 

£E?!I#*:2) 

7 5/ h SLC-1 £3- K-T* cDNA <DZ? U-=>^fc«JB Lfc£$DNA StkTo 

15 7yh sLc-i ©±7 5 j mmmztttc 

fc7 7h SLC-1 cDNA ©^SE^JS^T. 
CE8I#3:5) 

20 y v h SLC-1 CHO ttJfiOft^ D->C*lt<5 SLC-liRNA ®585!J|*j||i 
TSfc&fc&fflLfcUtfyo-;/ (riboprobe) StkT. 

t h SLC-1 £3- FTS cDNA &**T5fc»fcttfflUfc£jfcDNA £tkT 6 

25 t h SLC-1 S3- KT3 cDNA £ 2 fcttffl bfc77-T T-fcj* 
To 

CE8I#*:8) 

fc h SLC-1 S3- Kf« cDNA ^ftSfB^JS^t. 



DCC 



HONB 



1. 2, 3-^>y>U7v> 
: l-kFP+y-5-7Mi^>-2, 3->>#Jl/ 

:N, N' -S^nA+J/Jk&JM^SH 
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fchSLC-10£75yMEW*w*. 

imrnm: 10) 

t h SLC-1 (S) £3- cDNA©X7 U -=.>7\zmm btc^dM o 

mmm: i n 

5 fc h SLC-1 (S) ft 3- HTS cDNA©X7 U -n^i^fcftffl Ufc^DNAS^T. 
CIS?1J## : 12) 

t r SLC-1 a) ft 3- HTS cDNA©*? U-^>^C&fflbfc£MA£^§\ 

t r SLC-1 (L) S3- cDNA©X7 U > ^fcMffl L fc£j&DNA £tkT. 
10 CiH?)jS^: 14) 

5* MfcSai I BHEWf«o**u ££3' MfcSpe ilS!$KWttin£n 

&fc h SLC-1 (S) cDNA (D±iMMn%7*to 
CE8I##: 15) 

5' MIC Sal IfMSWttinSn, £fc3 ; MCSpe I §g®BB«#iO£tt 
15 Tc\lh SLC-1 (L) cDNA ©£&»?lJ£:*To 
(ESWt: 16) . 

tb.SLC-l(S) %mMM&&tftb SLC-1 (L) »aCHOJB«l©ft^D-> 
fc&tf-S SLC-lmRNA ©»5«|feajrr*fc»fcttflibfc , J#^Cl-^ 
(riboprobe) ^tkT. 

20 ##m i - 6 t# e»nfcE»^: 9 -cmnzmmm*?- kts dna 

S^tr^7X5 FlCkSJBJWS&ft Escherichia coli DH10B/phSLClL8 teu 
mi 1*2% 1 B*6IWIitI^I^*I^«ffl«i^ (N 
IBH) fc«ft#itFERM BP-6 6 3 2tbT, «1 l¥lS2 1 
Bfc&ttffliSA (IFO) fc«FK##IFO 162 54£L 

25 TSFtesnw*. 

.£J&m • . 

##091 

tert-7^ 6-[(N,N-^^^75y)^?;W-2-^7^*-A^-h 
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. . Me 0 f^YVV* 
H 

1) 2, 6-±7^1/>> ? *;i/^>m> ? ^^XX^;i/ (26. Og, 106mmol) 
£ N, N-^^^^^;i/A7$ H (500 ml) £Mb, 1 NtKMt h U 

■* (106 ml) £1 OOCT?3 0»ttT»TL£. 3«fflHB$ft, 
5 JETfcSSU ag«fc*£to*:*»«S.3*Lfc:. (9 ml) 

fciuA, tffflbfca£j«*fc.3*U #ifcft, ^^^y-;w^s^LT 
6-(* b^^*;kfc;i/)-2-^-7^ U>%M>Wt(U. 6g) ^efe«<h b 

'H-NMR (DMSO-dj) (5 : 3. 94 (3H, s), 8.06 (2H, m), 8.24 (2H, ■), 8.69 (2H, 
10 s) . 

2) WIBl)T#fc6-(^ -2-^7^b 

(5.00 g, 21.7 mmol) th'Jx^75> (3.93 ml, 28.2 mmol) § tert-' 
7*^JV7;l>3-;p (65il)fc»#U 7^b^7i^M7*'J^ (5.62ml, 
26.1 mmol) &JnS., SiT3 0^, 1 O 0'CT6Pf«»bfc. 

TfS£*ft, i*ETK:*Bbfc. #e>nfca*-AV-h#§xh7t:KP7 

7>(50 ml)fc»#U *ftT> 7jc^b7;i/5X«7AU^A(728 mg, 19.2 

nmoDSftl*., ffllT3»|IW»bfc. SfStMlfJK 10X^X>KtK 
20 m«lQAMlttib. W«l*«KP«foKTf«^, «*i»^hU9AT!iaft 

ft, MflET^H b, SHE* -> U * 7A^nTb^7^f- CRMMK ; 

NH>:ft|IfJV=10 : 1) fcTttlllU ftmtHW^6i 

ftfcU tert-7^ 6-(tFD*5/*^;i/)-2-^73S>kfr-/U-h (2.26 

g) £Gfi»*£bT#fc. 
25 'H-NMR (DMSO-d 6 ) <5 : 1.51 (9H, s), 4.61 (2H, d, J = 5.7 Hz), 5.24 (1H, 

t, J = 5.7 Hz), 7.40 (1H, d, J = 8.4 Hz), 7.49 (1H, m), 7.70-7.78 (3H, 

m), 8.07 (1H, s), 9.52 (1H, s). 

TtMftftm C IB H I9 N0 3 ibT 
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tttMi : C, 70.31; H, 7.01; N, 5.12. 

: C, 70.36; H, 6.89; N, 5.14. 
3) ttli52)T#fctert-?9^ 6-(fc Yu*z/*?)V)-l-1-7?)Vtl- 
(1.00 g, 3.66 mmol)£>^PP;*#>(18 il)Kl**U -K-lbT 
5 >#>(1.59 g, 18.3 mmol) fcjti*., g»*e4P&!««m,fc. 

ft," 5«*MEETfc*«6U VjVJu&l'-X-Tfrftm&ltlsry tert- 
6-^;l/5;W2-^75 L ;^-A^-h (889 mg). ZB&BfctbT® 

'H-NMR (CDClj) 6: 1.57 (9H, s), 6.76 (1H, br), 7.44 (1H, m), 7.83 (1H, 
10 d, J = 8.4Hz), 7.92 (2H, m), 8.09 (1H, s), 8.25 (1H, s), 10.10 (1H, s). 
•4) SfflB3)T#fetert-75 i ^ 6-*Jl>S.)V-2-?7?)U]-K*-h 
(300 mg, 1.11 mmol) £5>;Wl'7?>4IMMtt (270 kg, 3.32 mmol) 
y-;K2 ml) txh7th*P7^>(2 iDOlMCSIt. SOV MJ 
th*D©^^h<J7A (210 mg, 3. 32 mmol) Sim*., ffl*T!2l$IHH*#L 

i5 &. mm\zm*vti>.*®mmz., m^wzmvit. mm* 

-)V=1 O : 1) fcTHffiU 3Hffc;£» (242 mg) SftfiiUttftt-LTH 

20 'H-NMR (CDC 1 3) 6: 1.55 (9H, s), 2.27 (6H, s), 3.54 (2H, s), 6.75 (1H, 
s), 7.32 (1H, dd, J = 3.1, 8.7 Hz), 7.42 (1H, d, J = 8. 4 Hz), 7.64 (1H, 
s), 7.71 (2H, d-like, J = 8.7 Hz), 7.96 (1H, s). 

tert-7^ 6-O-tfa U 9~)V*^)V)-l-1r7?-M>-n*- V 




##0iJ 1 <D 2)T#fc tert-7^;i/ 6-(t ^U^ : y^)V)-2-t77)Vtl- 
A^-h(500 mg, 1.83 mmol) tb OX?)l7 5>(0. 254 ml, 1.83 mmol)£ 
X h 7 1 H P 7 7 > (9 ml) CiJIl, *&T* * >7JP*^Jl'7 P U H (0. 142 
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ml, 1.83miol)£ig*., ^T*30#»L&. Ti&«3£U 
Till, *5/U-h#*$*&. #^nfc^->l/-h#^7-lrhnKU;K9 
■l)fc»#U K®#U7£(758 mg,5.49mmol), k?D Uv'XO. 153 ml, 1.83 

TliU tert-7^;M- (l-tfPUS?-;M^W-2-^7^*-n^- 
h (388 mg) i LTUfc. 

'H-NMR(CDC1 S ) 6: 1.55 (9H, s), 1.80 (4H, m), 2.55 (4H, m), 3.74 (2H, s), 
10 6.62 (1H, s), 7.30 (1H, m), 7.45 (1H, m), 7.69 (3H, m), 7.96 (1H, s). 
###13 

tert-7>;i/ 6- (l-tf^u > J n;i/^^;u)-2-±7^;i/*-;\^- h 



15 (500 mg, 1.83 mioDttf^U^XO. 181 ml, 1. 83 miol)£fflV^ 

10)4)t mmoMfcZft? £ t fc£ 0 , (305 mg) £ 

'H-NMR(CDClj) 6: 1.46 (2H, m), 1.55 (9H, s), 1.58 (4H, m), 2.42 (4H, m), 
3.59 (2H, s), 6.60 (1H, s) 7. 31 (1H, m), 7.43 (1H, m), 7.64 .(1H, m), 7.71 
20 (2H, ,m), 7.95 (IH, s). 



1 ) mm 1 0 l)T#fc 6-(* h+v^;^rjl/)-2-^-7^ U>*)1$ 
25 >^(1.00 g, 4.34mmol)> 4-7o ; E7-'J> (747 mg, 4.34 mmol) , ^ 
J-iVJ^J tf U v> (531 mg, 4.34 mmol) £ N,N-v*^Wkk7S K (10 




N-(4-7D^7x-;W-6-.(h HD^^^;i/)-2-^-7 h75 H 
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mm. (833 mg, 4. 34 mmol) £J0A, Ij&Tlia fiOt3T?2 WHRffl»l/ 

-flfex^W tCfc-OttSU »ffl*MM»x^;i^&t&IMb.U *3MK6-[(4- 
^D^7-U/)*^toH-2-t7hX-h (954 mg) ftefi»*tbT# 

'H-NMR (DMS0-d 6 ) 6: 3.95 (3H, s), 7.58 (2H, d, J = 8.6 Hz), 7.82 (2H, 
10 d. J = 8.6 Hz), 8.07 (2H, d, J = 8.6 Hz), 8.22 (1H, d, J = 8.6 Hz), 8.29 
(1H, d, J = 8.6 Hz), 8.63 (1H, s), 8.72 (1H, s), 10.64 (1H, s). 

2) WB1) Tf#fc^5 L ;V6-[(4-^D. ; E7XUy)*;^x;H-2-t7 h 
X-h (900 mg, 2.34 mmoOSTh^fc HD7^>(10 mDfcfcfllU )KftT> 
7jc^bU9 1 ^A7;i'$X^A(178 mg, 4.68 mmoD^iDA, 

15 istc mmzmm^vtimmm^M^ iwx^-caffibfc. & 

3flHfe&tt (349 mg) § fi t b T#fc. 

'H-NMR (DMS0-d 6 ) 6': 4.71 (2H, d, J = 5.6 Hz), 5.4K1H, t, J = 5.6 Hz), 
20 7.56 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.92 (1H, s), 8.02 (3H, m), 8.54 
(1H, s), 10.53 (1H, s). 



1) 6-7S.J-2-^)V^rJ U> (1.02 g, 6.45 mmol) StTU5?>(30 
«M (0.913 ml, 9. 67 mmol) 'Sin*., MT!3P#M&# 

bfc. »&£fcfcfiETS*bfc& ^V7 e nif;i/x-T;v ; £JnA^bb, 

N-G-^JM-*/ Ux;W7irh7SF (1.20g) £6»*£bT#fc. 



##0>I5 

N- [2- ( t H □ * - 6-* y U x;W 7-fe h 7 5 H 




N. 
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'H-NMR (CDCI3) <5: 2.22 (3H, s), 2.71 (3H, s), 7.25 (1H, m), 7.52 (1H, . 

1), 7.95 (2H, m), 8.10 (1H, s), 8.30 (1H, s). 

2 ) MI3 1) N- (2-* ^jl/-6-^ 7 »J n;W 7-fe h 7 5 H (1.20 g, 
5.99miol) A ttOmMc^U m-£a Dji£l#^ (2.48 g, 



m^^^nx. mLtcBifcttzwu n-(2-*^wi-:**~>k-6-*/u 

-;W7-feh75.H (1.06 g) *&m*tLTmc. 
'H-NMR (DMSO-dj) (5: 2.12 (3H, s), 2.53 (3H, s), 7.51 (1H, d, J = 8. 4 Hz), 
7.76 (2H, m), 8.40 (1H, s), 8.48 (1H, d, 1 = 9.3 Hz), 10.36 (1H, s). 
10 3) MIB2)T#fcN-(2-^^)l/-l-^^H-6-^/Un;i/)7-feh75 H 
(4.64 g, 21.5"miol)^7jcW'(110 ml) KlittWU 8 0X:"?4mrmWV 
fc. W^MJETfcMSU #Snfc3i$£7;i/5^7A*PVh^7 

m**9J-)V (UOml) fc^#U I^tK^W-KU^A (21.5 

15 mi) ^TintF^^bfc. mmmj£T\zm^vtc. mntcm 
;i.= 5 : 1) fccfcofflisu ^ajti^Mx^-.-ryyotf^x-x^ 

(1:3) frbMMV. mftGW (2.65 g) £afi«£LT#£. 

'H-NMR (CD 3 0D) 6: 2. 23 (3H, s), 4. 89 (2H, s), 7.68 (1H, d, J = 8. 7 Hz), 

20 7.78 (1H, d, J = 8.7 Hz), 7.95 (1H, d, J = 8.7 Hz), 8.27 (1H, d, J = 8.7 
Hz), 8.33 OH, s). 

N-[2-(^DD^^;w-6-^y u-;u]7-tb75 f imm. 



25 5 t# 5>tifc n-[2- (t H n * -6-* y u -;W 7-fe h 7 5 

H (1.00 g, 4.62 Drool) KM^XJW (23 ml) fcft&TTiQ^ 2P#ra 



5 7.19mmol) £iD7L M£METSm 




N 



H 
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flj&tt (900 mg) 

'H-NMR (CD 3 0D) 6 : 2.23 (3H, s), 5.12 (2H, s), 8.08 (1H, d, J = 8.4 Hz), 
8.17(2H, s-like), 8.74 (1H, s), 9.01 (1H, d, J.= 8.4 Hz). 

mm 7 . 

2-(7PD^;i/)-6-*/ \)-)V7$.> 2ffil 



6 T#£>ftfc N-[2-(? d D ^ ?)V)-Z-*/ U h 7 5 F 

&M(900 mg, 3.32 mmol)H5^^m (17 ml) ZMX. 100"CT2»ffi 

10 LTigJlfl^tl (849 mg) m^tLTWco 

'H-NMR (CD3OD) <5 : 5.07 (2H, s), 7.42 (1H, d, J = 2.4 Hz), 7.71 (1H, dd, 
J = 2.4, 9.0 Hz), 7.95 (1H, d, J = 8.4 Hz), 8.06 (1H, d, J = 9.0 Hz), 
8.78 (1H, d, J = 8.4 Hz). 
##0!!8- 

15 4' -7 D D-N-[2-(£ UU*^)V)-b-*; U -)V\ [1, 1' -t*7x^;W-4-*. 



4' □ a [1, i'-t'7x-;W-4-;tj;^>m£ffl V*T, HIS0)J 1 <D WSC £J3V> 

'H-NMR (DMS0-d 6 ) 6 :4.95 (2H, s), 7.58 (2H, d, I = 8.4 Hz), 7.66 (1H, 

d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 7.8 Hz), 8.01 

(1H, d, J = 9.0 Hz), 8.09 (1H, m), 8.13 (2H, d, I = 7.8 Hz), 8.41 (1H, 
26 d, J = 8.4 Hz), 8.61 (1H, s), 10.67 (1H, s). 




N 
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mm 9 

2- (1 - tf n U 9 J-fr*5-M -6-+ J U -;P7 5 > 




^Mi 7 © 1 ) N- [2- (1-HP'J 7 U =JW 7"t h 



MET&SU l»x^-^u->^53SHfl:^ (4.56 g) &t&*fcb 

10 'H-NMR (DMSO-dj) 5 : 1.83 (4H, m), 2.62 (4H, m), 3.90 (2H, s), 3.92 (2H, 
br), 6.92 (1H, d, J = 2.8 Hz), 7.15 (1H, dd, J = 2.8, 8. 6 Hz), 7.48 (1H, 
d, J = 8.6 Hz), 7.88 (1H, d, J = 2.8 Hz), 7.92 (1H, d, J = 8.6 Hz). 
MA: 102-104*0 

10.. 

15 N- [2- [ <cM V-fu \L)V7 57)* 9\>W -6-* J U x;W 7ir h 7 5 h* 



5 N-[2-(h Fn^S/^W-B-*/ U — JV] 7-fe h7S h*£ 

ffl^Ts *J6«6©i)tra«o»^&ff5i:tfc«kD, 

20 'H-NMR (CDC 1 3 ) <5 : 1.05 (12H, d, J = 6.3 Hz), 2.25 (3H, s), 2.95-3.16 
(2H, m), 3.93 (2H, s), 7.40-7.64 (2H, m), 7.80 (1H, d, J = 8.4 Hz), 7.95 
(1H, d, J = 8.4 Hz), 8.05 (1H, d, I = 8.1 Hz), 8.28 (1H, br). 
M: 147-148 "C (MftfflK : S>X^;i/X-x;i^A*tf >) 
1 1 

25 n-[2-[(^-2, i-v^v-x-wjv-Mtj-M-t-*; ux;W7-fe 

h75 K 



5 7$ K (5. 53 g, 20.5 imoDidft&M (100 ml) SUn^L, 110W1 RrHflW 




H 
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|MT«5Tflfcll-[2-(kHo^^5 1 JW-6-+yUryV]7'feh75 h*£ 
ffl^T, *jfi«l6©l)fcRI«©iifP*fT5Ci:lc«}:D, 

5 'H-NMR (CDClj) 6 : 1.02 (6H, d, J = 6. 2 Hz), 1.25-1.76 (6H, m), 2.24 (3H, 
s), 2.50-2.70 (2H, m), 4.01 (2H, s), 7.52 (1H, dd, J = 2.2 and 8.8 Hz), 
7.73 (1H, br), 7.83 (M, d, J = 8.8 Hz), 7.94 (1H, d, J = 8.4 Hz), 8.04 
(1H, d, J = 8.4 Hz), 8.29 (1H, d, J = 2. 2 Hz). 
Ttmm C ]9 H 25 N 3 O-0.5H 2 O£bT 
10 tHW:C, 71.22; H, 8.18; N, 13.11. 
&IMt:C, 71.01; H, 7.81; N, 12.90. 

: 120-122 °C (.mmm : l«X9 t ;W\*D-» 

12. 
2- (i?x^;v7 5 y * ^; w -6-* j u >7 s > 




15 

5 N- [2- ( h H D * -> ;* -6-*y'J x;W 7iz h 7 5 H £ 

ffl v^t, 6 © i ) *3i^##^j 9 tmmomftzm&ft? n 1 tc «t o , 

■H-NMR (CDC1 3 ) 6 : 1.06 (6H, t, J = 7.0 Hz), 2.60 (4H, q, J = 7.0 Hz), 
20 3.82 (2H, s), 3.91 (2H, br), 6.90 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J 
= 2.6 and 8.8 Hz), 7.54 (1H, d, J = 8.4 Hz), 7.86 (2H, d, J = 8.8 Hz). 
93-94 -C (tftAMfttt : ^X^X-x)W^W» 

pmw 1 3 

n-C2-[(2, 2, 6, 6-r h^^i-^u s?x;i/) *?;w-6-*/ u x;v] 7 

25 irh7SF 
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Me 



Me 




###J 5 T#£ N-[2-(k FD^SoWWHMV V~)l>] 7*. h75. K£ 



5 'H-NMR (CDC1 3 ) 5 : l: 03 (12H, m), 1.50-1.73 (6H, 1), 2.24 (3H, s), 4.07 
(2H, s), 7.40-7.57 (2H, m), 7.93 (1H, d, J=8.8Hz), 8.00 (1H, d, J=8.8Hz), 
8. 06 (1H, d, J=8.8Hz), 8.27 (1H, d, J=2.4Hz). 

mm 1 4 

2- (4-7 D D 7 x XJW -5-* )l># * is-] , 3- > 



1) p-^DO^>XT;UxkK (3.2 g> 22.7mmol) , k** (hHD^5> 
*9\>» TD^l^Jl/ (5.0g, 22.7mmol) ^i^p-hAx^;^^ 
l7jc?Dtj(0.44g, 2.3mmol)©Ml/X>(70ml)«£, Dean-Stark j&7.kgm£ 
^^c 200ml^-X77^ntT2TOniiii^bfco @£ 

15 lOOml^iPU lN7Wb^-h.U7A (50ml) , tK (50ml) s $k 

m-km. (somi) -cm&m&, mm-7^^^^ bTZo 

S££vU#y;k277A7nTh7*57^- (MPM ; M^-> 
-ftKx^l^/l) fc#tb^i|Sf 0 tUT2-(4-77PD7xX;W-5,5'- 
^Mlh^y-l,3-e?W> (5.9g, 76%) 
20 'H-NMR (CDCI3) 6 :1.27(3H, t, J=7.2Hz), 1.3K3H, t, J=7.2Hz), 4.13(2H, 
dd like), 4.20(2H, q, J=7.2Hz), 4.33(2H, q, J=7.2Hz), 4. 85 (2H, dd like), 
5.46UH, s), 7.32(2H, d, J=10.2Hz), 7.38(2H, d, J=10.2Hz). 
Iftjft : 54-55 X: 

2) MfBl) Wc2-(4^DQ7ir;W-5,5'-^Mih4:y-i ( 3- 
25 i?*3r13-> (5.8g, 16.9 mmol) £ 9O%X^y-;U60mlH^ipt> Ctl^TK 




COOH 



10 
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IMttbUtfA (3.8g, 67. 7mmol) &jD^LT8fi?IWlnlMli*l/fc. MlETW 
£S*&> #6nfcH#*^l^/H-T-^(300il)fcJKib, 3k»T2Ntt 
KT!pH2K:HSELfc. *«W*»»UTiSftft!fi*(50Bl)T?ftm HM^ 

«ET*1K£S*U 2-(4-£ □ D 7 

5 x^V)-5,5'-> 5 ^J^^v'-l ) 3-^^> (4.3g, 82%) Sfcfc. 

'H-NMR (GDC1 3 ) 6 :3.99(2H, d, J=12.2Hz), 4.50(2H, dd, J=4.6Hz, 12.2Hz), 
5. 42 (1H, s), 7. 35(2H, d, 1=9. 0Hz), 7. 42 (2H, d, J=9.0Hz). 
MA : 164-165 XZ 

■ 3) &5I32) tt#fc2-(4-^OD7x-;i/)-5,5'-> ? *;l/^>'-l,3-^ 
10 ^> (4.3 S , iBnnol) £HJX3\>VT5> (20ml) ©?g£tl£ 15ITCT? 4 
ISHH)P»L&. EJSRftkETWBft, »**5?i^x-t^ (200ml) \z 

«BEHffl«ft«*l/fc. fc&nfcHttfcM^ >-H«x 

15 FAB(pos): 243 [MH] + 
MA : 183-184 C 
15 

6- (1 - tT ^ U v 5 -;^ W 1 7 * 1/ >-2-7 a > 



20 



H 2 N 




•^J3l?#fctert-7*5 L JU 6- (l-WiJ»^)WfW- 
rt*-h (710mg, 2.09mmol) §bU7Ma^i (10ml)C}§jSb, 1 
^IBlWlxfc. E^ft*EET»»U MSfcBMx^ (50inl)£lDS.* 1ft 
Bfc3tJU9A*»tt(50il). fiSSiA«*(50inl)T?«cm MJETMU $)S 
ft&m (420mg, 1.75«ol)£ifett6tSftfcl/Cf*fc. 
25 'H-NMR (DMS0-d 6 ) 6 : 1.38 (2H, m), 1.48 (4H, m), 2.32 (4H, br s), 3.44 (2H, 
s), 5.30 (2H, br s), 6.79 OH, s), 6,90 (1H, dd, J=8.5 and 2.0Hz), 7.23 
OH, d, J=8.3Hz), 7.43 0H, d, J=8.5Hz), 7.46 (1H, s), 7.54 (1H, d, 
J=8..5Hz). 
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mm i6 

teii-7?)V 6-[(->X-2, B-S^JM-tT'OJ *3\>W -2-^-7 5 1 

Me 0 h 
Me^O^N^ 

5 ##001 © 2)T#fc ierl-7?-)V 6-(t Fo^i/^^W^-^y?;^- 

'H-NMR <CDC1 S ) 5:1.08 (3H, s), 1.10 (3H, s), 1.34 (3H, m), 1.55 (12H, 
• m), 2.53 (2H, m), 3.92 (2H, s), 6.58 (1H, brs), 7.30 (1H, dd, J=2.2 and 
10 8.8Hz), 7.45 (1H, dd, J=1.5 and 8.5Hz), 7.71 (3H, m), 7.94 (1H, brs). 
. ###J 1 7 

6-t(^x-2, 6->?^;M-tMy S J~)V> V>-l-7$. > 

Me 




##0111 6T#fc leit-7^-)U 6-[(^-2,6-^^JM-lf^Uvr:;|/) 

'H-NMR (CDC 1 3 ) 5 :1.11 (3H, s), 1.13 (3H, s), 1.32 (3H, m), 1.56 (3H, 
m), 2.52 (2H, in), 3.780H, brs), 3.91(2H, s), 6.92(1H, dd, J=2.4 and 
8- 7Hz), 6.960H, m), 7.38(1H, dd, J=l. 5 and 8. 3Hz), 7.5K1H, d, J=8.3Hz), 
20 7.630H, d, J=8.5Hz), 7.680H, brs). 
###J18 

6- (1- h° □ U V-)V* 3-)V) -fyZV >-2-7 5 > 




H 2 N' 



###J2Tf#fc tert-y^ 6-Cl-fcf P "J v~;M^W-2-^7^Jkfr~ 
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'H-NMR (DMS0-d 6 ) 5: 1.81 (4H, m), 2.56 (4H, a), 3.74 (2H, s), 3.80 (2H, 
br), 6.93 (2H, dd, J = 2.1, 8.4Hz), 6.97 (1H, d, I = 2.1 Hz), 7.38 (1H, 
dd, J = 2.1, 8.4 Hz), 7.55 (1H, d, J = 8.4 Hz),' 7.61-7.64 (2H, m). 
##$1 1 9 

6-[(2, 2, 6, 6-x h y^)V-l-^ U -7-/10 J* 9=JW "2-t 7* ^>7 5 > 



Me 




Me 

II© 2)T?»fc tert-^U 6-(t HP*->^5 i ^)-2-7-7^*- 

io t^t)> a«Mb^***fi»*fcbx#fc.. 

■H-NMR (DMSO-dj) 6: 1.02 (12H, s), 1.57 (6H, i), 3.78 (2H, br), 3.89 (2H, 
s), 6.89-6.98 (2H, m), 7.41-7.54 (2H, m), 7.63 (1H, d, J = 8. 4 Hz), 7.76 
(1H, s). 
##$| 2 0 

15 M-[6-[(5M V7D tf/KTS / ) ^5 L ;i/]-2-^-7^W-2-t FP^v-2-* 
3\)V7pa°>75 H 

Me 



Me Me 



1) 6-(b HD^'>^fJW-2-t7KHP (500mg, 2.87mmol) 0y^? 
;i/7-feh75r i (4ml) »««C*BMW*HJ£A (344mg, 8.61nmol) £in*.» 
20 1 P*M«»Ufc. 2-7p*-2-*3MV7pA->75 F (1.43g, 8.61nunol) t3 
7-ft*U7A (476mg, 2.87mmol) *J0*» 16 l$Mflt#Ufc. Ei&tt 

V^oK;i/x-x;ncJ:0«fi»*tbT, 2-[[6-(t Hp*5/*^;W-2-* 
25 7^;W^v]-2-^5 1 ;i'7'PA>75h*(506mg) fcfcfc. 
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'H-NMR (CDClj) <5: 1.61 (6H, s), 1.85 (1H, t, J = 6.0 Hz), 4.84 (2H, d, 
J = 6.0 Hz), 5.57 (1H, br), 6.68 (1H, br)., 7.16 (1H, dd, J = 2.4, .8.7 
Hz), 7.28 (1H, d, J = 2.7 Hz), 7.47 (1H, dd, J = 1.8, 8.7 Hz), 7.72- 
7.78 (3H, m). 

5 2) lulEl) THSftfe2-[[6-(t: Yu^y^)V)-l-i-yj-)V\t^ 
^}-1-^)V^U/\y7^Y (200mg, 0. 771mmol) 0~7*?;W1/A7$ H 
(2.3ml) t l,3-^5 1 ;i'-3,4,5,6-xh7bKD.2(lH)-trU5vy>' 
(0.23ml) mmz^mti-h^^A (68mg, 1.70mmol) lOO^T 1B# 

?QTh^7<- (mmmm-.wm^jv) izzymvx, <rv7at! 

)VJL— f)V: M^>=1 : 1 \Z&K)mm*tLT, 2-t FD^>-N-[6-(t 

Yu^^)V)~i-i-y^)V]-i-^)V^uny7^ h* (50mg) £#fc 6 

3) hubB2) rmtltz 2-fc KD=^>-N-[6-(t HD^v^^;W-2-^-7 
15 ^;i/]-2-/^;PyoA>75 H (lOOmg, 0.386mmol) tmfkfcwM (I92mg, 
0. 578mmo 1) ©>>7 p P ^ £ > (2. 3ml) h U 7xx;]/*7 7 >f > (1 21mg, 
0. 463mmol) gjBT 4 RfM&#Lfc 0 &fom:7)\>~it U ~? 

htfyyj- (mmm-, vtruu*$» \z&r>mLT, mznrzmwi 
mz*My7u\z)V7$> (3mi) ziuz., so^t immfthtz, imfciM. 

^iL-T, 3EHfc£tt (58mg) £#fc„ 
25 'HNMR (CDC1 3 ) 6: 1.05 (12H, d, J = 6. 6 Hz), 1.60 (6H, s), 2.24 (1H, s), 
3.05 (2H, m), 3.76 (2H, s), 7.50 (2H, m), 7.73 (3H, m), 8.25 (1H, d, J 
= 2.2 Hz), 8.79 (1H, s). 

mm 2 1 

l-[(6-^ V^r : y-2-±7^)V)^)V] ¥n U ! J> 
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h=^5/-2-^-7h7;i/Tt H (3.00g, 16. lmiol) fctfd US?>(2. 69ml, 
32.2mmol) ©xh7k FP77> (32ml) ^ffit (16ml) »ttfchU7-feh 
^vhFo^7^NU.7A (6.83g, 32. 2mmoI) £ O'CejD*.* §^T?7P# 
5 M#Ufco JHIfcJIfcETHSU . #6tlfc«ltt*lC 1 fcfciMtfelO*.* v 

bfc. »&S«ETJM6bT, (3. 89s) 

'H-NMR (CDC1 3 ) 6: 1.80 (4H, m), 2.54 (4H, m), 3.74 (2H, s), 3.92 (3H, 
10 s). 7.13 (2H, m), 7.45 (1H, m), 7.68-7.73 (3H, m). 
2 2 

6-(i-tfPU-7-;M9 l ;w-2-^-7 h-;i/ ^tt^mm 



mm 2 1 T#e>nfc i-[(6-> v^-i-i-i^V) hp u 

15 (3. 63g, 15. Ommol) © 48*#Wfe#*» (75ml) ftFRS lOO'CT 6 Pf M«b 

< 7t"ph;px~ r^T?iJig»LT» aaift^ft (2.45s) i/rft 

fco 

•H-NMR (CDCI3, free base) 6: 1.80 (4H, i), 2.71 (4H, m), 3.77 (2H, s), 
20 5.20 OH, br), 6.78 (1H, d, J = 2. 6 Hz) , 7.85 (1H, dd, J = 2.6, 8. 8 Hz), 
7.31 (2H, s-like) , 8.43 (1H, d, I = 8. 8 Hz) , 8.56 (1H, s). 
#%0iJ2 3 

2-*3MM, 2, 3, 4-r h 7 1 H U«>V [b] [1, 6] ~7>-8-75 > 




1) 2-7S/-5-nhP^>X7;i'7 ; kh* (l.OOg, 6. 02mmol) t 
;W4-fcy<UiV> (0.89ml, 7.22mmol) <DX7y-JV (108ml) MC4& 




WO 01/82925 



PCT/JP01/03614 



102 



j£*BMttf-MJ£A o. oil) *saTfiBA, Mvummmwvrc. muz 

^ttiy^wrhifyy^- (MM®® ; IMxsyW fc«kD»«LT, 
5 ^vypWPX-T-;HCJ;D»*tl/T» 2-* 3\>l/-8-Xh 0-1,2,3,4-^ 
h7tHD^>V[b][l > 6]^-75 1 Uv> (430mg) 

'H-NMR (CDC1 3 ) 5: 2.55 (3H, s), 2.92 (2H, t, J = 6.0 Hz), 3.32 (2H, t, 
J = 6.0 Hz), 3.82 (2H, s), 7.96 (1H, s), 8.10 (1H, d, J = 9.0 Hz), 8.40 
(1H, dd, J = 2.7, 9.0 Hz), 8.71 (1H, d, J = 2.7 Hz). 
10 2) mil) T#fc2-*^l/-8-XhP-l,2,3,4-xh7fc Hn^>»/ 
MB. 6]j-7*?V *J> (413mg, 1.70mol) t mftyWh-fimV)** J- 

)v 0.5ml) Mmmzmmm^T 2 mr B m&hrz. jm*zmLtc&, 

(315mg) *®Tzo 

15 "H-NMR (CDC1 3 ) 5: 2.51 (3H, s), 2.86 (2H; t, J = 6.0 Hz), 3.20 (2H, t, 
I = 6.0 Hz), 3.73 (2H, s), 3.88 (2H, br), 6.83 (1H, d, J = 2.4 Hz), 7.09 
(1H, dd, J = 2.4, 9.0 Hz), 7.53 (1H, s), 7.80 (1H, d, I = 9.0 Hz). 
##$12 4 

[5-[(4-7o * 1>?)V) tf^MH-i' y H-;i/-2-r ;W ;* * J -)V 



1) 5-hKO^>'-lH-f>F-;i/-2-*;i/^vl/-h (508mg, 

2.48mmol) , l-^n^-^Dt^^W^^^ (681mg, 2. 72mmol) tm. 
^7'J£A (684mg, 4.95imol) <D7-kh-b V (12ml) 8CCT 3 

#£>ftfdi$£7;i/5:h2j 7 A£ p v h^7^ - (JiiS^^^X^;!/) 
fc«t«9MML,T, ^V7otr^x-x;HlJ;DTObLT, x?MU 5-[(4-7 
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U^<>V)V)^^]-l^>\ t -)V-2-f3)V^=/V'-h (565mg) 
'H-NMR (DMS0-d 6 ) 6: 1.33 (3H, t, J = 6.9 Hz), 4.32 (2H, t, J = 6.9 Hz), 
5.08 (2H, s),. 6.98-7.04 (2H, ffl), 7.18 (1H, d, J = 2.4 Hz), 7.36 (1H, d, 
I = 8.7 Hz), 7.43 (2H, d, I = 8.4 Hz), 7.59 (2H, d, J = 8.4 Hz), 11.77 
5 (1H, s). 

2) gmei) -vmhntcx^v s-i^-^p^^o^w^vI-ih-o 

H — )l-2^% ;P#=tr i^U—h (300mg, 0. 802mmol) ©f h5t KD77>(4ml) 
mmz, 0r:T?7m4V) : ?VkT)VS.-Vk (60.8mg, 1.60mmol) 1 

5W5Mn7h^77^- (JRSB»« ; »»xf-Jl/) K:J:D»«tT, 
^y7n\Z)Vx-f-)Vt^*V>\z&QB*tt>LT,%m4k&® (2l9mg) £. 

'H-NMR (DMS0-d 6 ) a: 4.55 (2H, d, I = 8.4 Hz), 5.05 (2H, s), 5.19 (1H, 

15 t, I = 8.4 Hz), 6.16 (1H, s), 6.74 (1H, dd, J = 8.8, 2.2 Hz), 7.03 (1H, 

d, J = 2. 2 Hz), 7.20 (1H, d, J = 8.8 Hz), 7.41 (2H, d, J = 8.4 Hz), 7.57 
(2H, d, J = 8.4 Hz), 10.84 (1H, s). 



20 



4'-^aD-N-[6-[(N, N-v^^7S/)^^;W-2-^7^;W[l,l'-tf 

0 




cr 

)V%~n*-h (237 rag, 0.789 ramol) Sf'j7Mo» (4 ml) \Z®ffi 

»u<7A7jcM^j!iD^> «x^;i/"ettfflL/fe. mmzmQ-kWkmi 
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^OOfcf7x-JP*;i/#>^ (184 ng, 0.789 mmol) t^^TS / fcf'J 
v> (96.4 mg, 0.789 mmol). £ N,N-^*3 1 ;P*;t'A7$ H(4 iDiciil, 

(151 mg, 0.789 mmol) £Jg*., M^T'l 6KHBfflWbfc. Mlllll? 

■f yyotr;i/x-r^ (l :5) 0iBMft»&l»AftU Sfift^ft (207 

mg) £6&$ft*£LT#fc. 
10 'H-NMR (DMS0-d 6 ) 6 : 2.19 (6H, s), 3.53 (2H, s), 7.45 (1H, d, J = 8.4 Hz), 

7.58 (2H, d, J = 8.4 Hz), 7.73 (1H, s), 7.85 (7H, m), 8.12 (2H,'d, J = 

8.4 Hz), 8.45 (1H, s), 10.49 (1H, s). 

FAB(pos) : 415.2 [M+H] 4 

HA: 230-231"C 
15 ^Jfi$] 2 

4* a p-N-[6-(l-t!n U y-jM?;W-2-t7fiW [1, r -k*7i- 



##0!|2T#fc tert-7^ 6-(I-tfP U y-jMf JW-2-t7^W- 
20 /W-K387 mg, 1.19 mmol), ^□nt , 7i^;^>S (112 mg, 
0.482 nmol)£EWt\ 1 £R«©i*flsfcfr 5 Hit £ 

(212 ■g>fcB6»*£l/rHfc. 

'H-NMR (DMS0-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.71 (2H, s), 7.46 (1H, 
d, J = 8.4 Hz), 7.57 (2H, d, J = 8.4 Hz), 7.75-7.89 (8H, m), 8.12 (2H, 
25 d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 
FAB(pos): 441.1 [M+H] * 

HA : 214-217'C (gfMbffli : mtX?)V-*M Vju 
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4 , -^DD-N-[6-(l-bf^'J^-^^^W-2-^75 i ;i'][l,r-t*7x^ 



A^-h(100 nig, 0.42 wio\)ti'->7UU\i7x.=.)V%)Vtf>W. (116 mg, 

'H-NMR (DMS0-d 6 ) 6: 1.41-1.51 (6H, m>, 2.37 (4H, m), 3.56 (2H, s), 7.46 
10 (1H, d, I = 8.4 Hz), 7.58 (2H, d, J = 8.7 Hz), 7.72 (1H, s), 7.80 (7H, 
i), 8.12 (2H, d, J = 8.7 Hz), 8.45 (1H, s), 10.48 (1H, s). 

: 220-222*0 (tS&fc&ft : IWx^- 9 M V 7*P WH-tJW 

N-(4-7P^7xX;i/)-6-[(^^JKrsy) ^M-l-fV W% H 



##0lJ4T#fc N-(4-7P ; £7x-;V)-6-(kKa^v'^5 L JW-2-^-7 F 
75 F (349 mg, 0.980 mmol), HJX^KT 5X0.164 ml, 1.18 mmol) £N,N- 
i?^fMM75 F(5 iDMU, 3k»Tttft^^>^^*x;K0.O9l 
ml , 1 8 mmol) fttQ*., 30 ft W«# Lfc. R*«K: '7 ;* ?)V7 5 >&m& (1 60 mg, 
20 96 mmol) tvim> U 7 A (406 mg, 2. 94 mmol) fcJoA, 60*0.-? 16 P#M#U 

25 'H-NMR (DMS0-d $ ) 6: 2.19 (6H, s), 3.57 (2H, s), 7.57 (3H, m), 7.81 (2H, 




5 



mmsmtc tert-79^ 6-(l-fc?^U'7x;l/^5 i ;W-2-t7^;i/^- 



15 
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d, J = 9.0 Hz), 7.87 (1H, s), 8.00 (3H,m), 8.54 (1H, s), 10.52 (1H, s). 

mmm 5 

N- (4'-? DO [1, Y~ t* 7 x - M -4-< )V) -6- [ (N, N- V * T)V7 




mmm 4 n- (4-7* d ^ 7i-jw -6- 1 ( nvr 5 / ) * -2-^ 

7 h75 F(128 mg, 0.334 mmol), 4-£ D07i-Md >K.(62. 7 mg, 401 
mmol), 2^M^hU7A(0.668 ml, 1.34 mmol) h*;>x£ > (3 
ml)i:xh5t>*D75>(0.3ml)©?i-&^t^U S^ffl^T, 
10 7^XhU7xi;^X7.^>A7^'>A(11.6 mg, 0.01 moD^JPx., 90t: 

*^A^DTh^77^- (JgHM.; bbx^w i^diiu ^mti 
^tix^i^y^oEJVx-f^ (1:3) ©^M^^^tb, 

15 mw&m (42 mg) $am*tuiL 

'H-NMR (DMS0-d 6 ) 6 : 2.21 (6H, s), 3.59 (2H, s), .7.51 (2H, d, J = 8. 7 Hz), 
7.59 (1H, d, J = 8.1 Hz), 7.72 (4H ,m), 7.89 (1H, s), 7.95 (2H, d, J = 
8.7 Hz), 8.05 (3H, m), 8.58 (1H, s), 10.53 (1H, s). 
M : 240-242X; 
20 £MM 6 

4 ' -V a D-N- [2- [ (N, N-v 5 ^ ^)V7 5 7 ) * -6-* S U ~)V\ [1,1 ' - tf 
7xnjl/]-4-*;^^5 F 



1) ##^!l5T#fcN-[2-(t: FD*x*3MI/)-6-=!V U-JW7-feh75 
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b (92.3 mg, 0.427 miol) ' £ rUX5MKTS > (0.0712 ml, 0.512 mmol) 

)V (0.0396 ml, 0.512 mmol) 3 0#M#bfc, MtCy^f^ ' 

75>1@II (69.6-mg, 0.854 mmol) tm&KWh (177 mg, 1.28 mmol) 

74- (SMjgiSEiffKx^JW fcJ;0iltlSUN-C2-[(N,'N-^W75/) 
^ ^ ;W _ 6 _^ / ij - ;W 7-fe h 7 5 b* (71.9 mg) i h X%1t . 

10 'H-NMR (CDC 1 3 ) 6: 2.25 (3H, s), 2.34 (6H, s), 3.76 (2H, s), 7.45-7.58 
(3H, m), 8.02 (1H, d, J = 9.0 Hz), 8.09 (1H, d, J = 8.4 Hz), 8.31 (1H, 
s). 

2) mm i)-?#£n-[2-[(n, u-v*?)V7s;)*?m-s-*; u-;w 

7«feh*75H (1. 9 mg, 0.296 mmol) (1.5ml) \Z®ML> 110*0 

^ATem ffiEETfcMbfc. #6nfcW, 4'-^antf7xx;u*;i/ 

(68.8 mg, 0.296 mmol) t?*?)V7 (36. 1 mg, 0.296 
mmol)^N,N-^^5 1 ;^A7S H(1.5 nI)fc»fl?U ftftT, l-X^-3- 
20 (3-^^ W 5 / ^0 5 (56. 6 mg, 0.296 mmol) 

25 X~r)V (1: 5) fr&HAftU (60.6mg) 

'H-NMR (DMSO-de) (5 : 2. 23 (6H, s), 3.67 (2H, s), 7.58 (3H, -m), 7.82 (2H, 
d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz),. 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), .8.13 (2H, d, J = 8.4 Hz)* 8.29 (2H, d, J = 
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8.4 Hz), 8.52 (1H, d, J = 2.1 Hz), 10.60 OH, s). 
FAB(pos) : 416.1 [M+H3* 
HA : 219-221*0 . 

6 4'-7;^P-N-[2-(i-eo u u~;w d. r-tf 71 



l) ##03 5 unit N-[2-(b H D*<>*3\>WHMf y U -;W 7-fc h 75 
H t tra U 5»fcJB wt, fWJ 6 © 1) &PHK®j|£*fr 5 c t> , 
10 N-t2-(l-tfny> ? n;i/^5 1 ;W-6-^y U^MJ-tebTS K£&»*<hb 

'H-NMR (CDClj) 6:1.85 (4H, m), 2.24 (3H, s), 2.70 (4H, m), 3.99 (2H, s), 
7.58 (2H, m), 7.80 (1H, s), 7.98 (1H, d, J = 9.0 Hz), 8.07 (1H, d, J = 
8.4 Hz), 8.29 (1H, s). 

i5 2) H&f3i)T#feN-[2-(i-trDUv ? n;M^;w-6-+yu-;W7'kV 

'H-NMR (DMS0-d 6 ) 6:1.76 (4H, m), 2.61 (4H, in), 3.94 (2H, s), 7.36 (2H, 
m), 7.59 (1H, d, I = 8. 4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
20 d, J = 8.4 Hz), 8.54 (1H, d, J = 2.0 Hz)., 10.61 (1H, s). 
FAB(pos): 426.1 OM+ffl* 

mm : 190-193X: <mMam imx^/p-sm yyotrjvx-x^) 

4' -i; p n -N- [2- a- tr d u ^)V> -6-* J U x; W [l , l ' - 1? 7 x x • 
25 M-t-tiMttS H 
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H 

mum 7 o) i) rmc h-b-o-kp u s^ioww-M 1 ,' u =;m 7-t b 

5 'H-NMR (DMSO-dj) 6: 1.77 (4H, m), 2.65 (4H, m), 3.98 (2H, s), 7.59 (3H, 
a), 7.59 (1H, d. J = 8.4 Hz), 7.87 (4H, m), 7.99-8.14 (4H, m), 8.30 (1H, 
d, J = 8.4 Hz), 8.54 (1H, d, ;J = 2.0 Hz), 10.61 (1H, s). 
FABCpos): 442. 1 [M+H]* 

M& : 200-202^ (ISAfcgg : BHW-^y^^I-f^) 
10 $%0!i9 

4' -7 P -N- [2- (1- h!^ U 9)V) -6-* / U n;W [1 , 1 ' - tf 7 x 

n;w-4-5fj;i/^^u-s H 

H 

1 ) ###| 5 N-[2-(t FP+SoWW-Mry U =JM 7"fe h75 

n- [2- (l- tf< u s?=;p/ -6-+ y u -;w 7-fe: h 7 5 P * t L/ 

'H-NMR (CDCI3) 6: 1.47 (2H, in), 1.64 (4H, m), 2.25 (3H, s), 2.55 (4H, 
m), 3.83 (2H, s), 7.55 (1H, dd, J = 2.4, 9.0 Hz), 7.60 (1H, s), 7.67 (1H, 
20 d, J = 8.4 Hz), 7.98 (1H, d, J = 9.0 Hz), 8.08 (1H, d, J = 8.4 Hz), 8.30 
(1H, d, I .= 2.4 Hz). 

2) tMBl) TfftfcH- [2-(l- WW-frttM-lr^J 7-th 
75 Ht4'-7J^Pt*7x-;^;^>^^ffl^T, M#I6<Z>2) tmU 
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'H-NMR (DMSO-dg) 6: 1.44 (2H, a), 1.56 (4H, m)„ 2. 50 (4H, m), 3.77 (2H, 
s), 7.35 (2H, m), 7.60 (1H, d, J = 8. 7 Hz), 7.81-8.14 (8H, m), 8.30 (1H, 
d, J = 8,4 Hz), 8.54 0H, d, J = 2.0 Hz), 10.61 (1H, s). 
FAB(pos): 440.2 [M+H] 4 
5 : 202-20413 : ilx^-y-f 7 7°D t^Px-x^) 

mmm 10 

4' -7 n p-n- [2- a - m ^ u 5>z:;m w -6-^ y u [i,i'-if7xz 

io HMO 9 © DT#fc N-[2-(i-t!^>J >>r;M^ji,)-6-*y U =/W 7-k h 
7$ h*t4'-^DDt*7xn;i/*;^>^^fflViT, SIIJ6C2) ti^Hi© 

'H-NMR (DMS0-d 6 ) (5: 1.47 (2H, m), 1.61 (4H, m), 2.50 (4H, m), 3.33 (2H, 
s), 7.61 (3H, m), 7.81-7.90 (4H, m), 7.98-8.15 (4H, m), 8.34 (1H, d, J 
15 =8.4 Hz), 8.57 (1H, s), 10.65 (1H, s). 
FAB(pos) : 456. 1 Ql+H] + 

M& : 211-213-C (mmm : lil^-^yyoUJU-fJk) 

11 

4 > _/7 p □ _ N _ [ 2 - (4- ^ ;p# u r 3 1 ) W -6-* y u = j W [l , l ' - t? 7 x - 

H 

1) #*0!|5T#fcN-[2-(t KD+S/^^W-S-^y U-;W7-fe H75 
H £ If ^ U S> > ^T, 6 (D 1 ) £ TO©i£fE£f? 5 C £ 0 , 

N-[2-(4- ; e;i/*ij-;i/^^;W-6-^y u^;W7-feh7= Kfcf&stsfcbT* 
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■H-NMR (CDC1,) 6 : 2.25 (3H, s), 2.55 (4H, t, J = 4.5 Hz), 3.75 (4H, t, 
J = 4.5 Hz), 3.81 (2H, s), 7.42 (1H, br), 7.51 (1H, dd, J = 2.4, 9.0 Hz), 
7.60 (1H, d, J =8.4 Hz), 8.01 (1H, d, I = 9.0 Hz), 8.09 (1H, d, J = 8.4 
5 Hz), 8:32 (1H, d, J = 2.4 Hz). 

2 ) 8MB l ) tifc N-[2-(4-^;i/* u -;m^;W-mv U -M 7± h 

•H-NMR (DMSO-de) 5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
10 3.74 (2H, s), 7.59 (3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.88 (2H, d, J = 
8. 4 Hz), 7.97 (1H, d, 1 = 9.0), 8.04 (1H, dd, 1 = 9.0, 2.1Hz), 8.13 (2H, 
d, J = 8.4Hz), 8.30 (1H, d, J = 8.4Hz), 8.52 (1H, d, J = 2.1Hz), 10.60 
(1H, s). 

15 fhl?{it : C, 70.81; H, 5.28; N, 9.18. 

C, 70.66; H, 5.31; N, 8.90. 
»£: 236-238^ «|tfI;SSl^-^VynlfjH-fiW 

mmm 12 

N- [2- U -JM *)V) -6-* / U [U'-t'7x -M -4-* JV 
20 H 



mmm 1 1 © 1 N-ra-w-^tfu ^w^whmv y -jw 7-t 

h75F&/HV>T, ^B^J6©2) tEfllfliftfESfTSlIifc.kD* 

25 'H-NMR (DMSO-de) 6 : 2.47 (4H, t, J = 4.5 Hz), 3.61 (4H, t, J = 4.5 Hz), 
3.74 (2H, s), 7.44 (1H, m), 7.53 (2H, id), 7.61 (1H, d, J = 8. 4 Hz), 7.78 
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(2H, d, J = 7.5), 7.88- (2H, d, J = 8.4 Hz), 7.97 (1H, d, J = 9.0 Hz), 
8.04 (1H, dd, J = 9.0, 2.1 Hz), 8.12 (1H, d, J = 8.4 Hz), 8.30 (1H, d, 
J = 8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s). 
- 7C^f##fli ' C IT Hj 5 N,0 2 • 0. 5H,0 £ bX 
5 ff^ffl : C, 74.98; H, 6.06; N, 9.72. 

: C, 75.08; H, 6.07; N, 9.80. 
MA : 214-215'C (&&mm : m*?)V-*M y 7d K)VJ--t-)V) 

4'-7;i/^-D-N-[2-(4-^;^u^^5 ; ;W-6-+y y-;n [i, r-t*7x 
10 -;W-4-*;Pij?^-y-$ H 



mmm 1101) n- [2- (4-^1/* u =jm f-jV) -6-^y y - ;w y± 

15 'H-NMR (DMSO-de) 5 : 2.45 (4H, t, J = 4.5 Hz), 3.61 (4H, t, 1 = 4.5 Hz), 
3.74 (2H, s), 7.35 (2H, m), 7.61 (1H, d, J = 8. 4 Hz), 7.84 (4H, m), 7. 96 
(1H, d, J = 9.0 Hz), 8.04 (1H, dd, J = 9.0, 2.4 Hz), 8.12 (2H, d, J = 
8.1 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.53 (1H, d, J = 2.4 Hz), 10.59. (1H, 
s). 

20 7c*£*rtt C„H M FNj0 2 £ LT 

ttJHS : C, 73.45; H, 5.48; N, 9.52. 
£lfttt : C, 73.37; H, 5.36; N, 9.52. 

M£ : 211-212*0 (mmm : *mx&)v- 9 M v?u tr;i/x-x;w 

1 4 

25 6-(4-^5 1 ^7x-;W-N-[2-(4- ; E;i/*U-JP^5 i ;i')-6-^/ V~M-U 
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5 'H-NMR (DMS0-d 6 ) 5 : 2.39 (3H, s), 2.45 (4H, t, I = 4.5 Hz), 3.61 (4H, 
t, J = 4.5 Hz), 3.75 (2H, s), 7.36 (2H, d, I = 8.4 Hz), 7.62 (1H, d, J 
• =8.4 Hz), 8.01 (2H, m), 8.12 (3H, i), 8.31 (1H, d, J = 8.4 Hz), 8.42 
(1H, dd, I = 8.4, 2.4 Hz), 8.52 (1H, d, J = 2.4 Hz), 9.23 (1H, d, J = 
2.4 Hz), 10.72 (1H, s). 
10 Ttmm C„H J6 N 4 0 2 '0.5H 2 0£LT 
fh^Lt :C,73.95; H, 5.98; N, 12.78. 
HM:C, 73. 92; H.5.92; N.13.01. 
M: 214-216'C : ^mx^-^y^oVfJl/X-x^) 

15 K-[2-[(^?;PTSy)^5 i ;M-6-+/U=^]Cl.l , -^7x^W-4-* 




msm 6 © i ) rait n- [2- [ w. n-s>* ^7 5 j ) * ?m -6-+ / u 

"H-NMR (DMSO-de) 6 : 2.23 (6H, s), 3.66 (2H, s), 7.52 (4H, m), 7.78 (2H, 
d, I = 7.8 Hz), 7.88 (2H, d, I = 8.4 Hz), 7.96 (1H, d, J = 9.0 Hz), 8.04 
(1H, dd, J = 9.0, 2.1 Hz), 8.12 (2H, d, I = 8. 1 Hz), 8.29 (1H, d, J = 
8.4 Hz), 8.53 (1H, d, J = 2.1 Hz), 10.59 (1H, s). 
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TcStMHl- C 25 H :3 N 3 0£LT 

: .ttJHl: C, 78.71; H, 6.08; N, 11.02. 

$M: C, 78.44; H, 6.07; N, 11.01. 
K£ : 191-194"C (faikikm : BJ&X^-iH s J~fxi M^n-^V) 



N-C2-[(^5 1 ;i/75/)^5 ; ;W-6-+7U-;W-4 , -7;^nn,l , -lf7 
xx;W-4-#M^tf-s h 



Wm 6 © 1 ) N- [2- [ Of, H-i?* ?)V7 5 y ) ^ -6-* 
10 7-feh75h*t4'-7;i/*nlf7xnj^;i/jj?>BI*ffiViT, MM 6 CD 2) 

'H-NMR (DMSO-de) 6 : 2. 23 (6H, s), 3.67 (2H, s), 7.35 (2H, m), 7.58 (1H, 
d, J = 8.4 Hz), 7.84 (4H, i), 7.96 (1H, d, J = 9.0 Hz), 8.04 (1H, dd, 
J = 9.0, 2.3 Hz), 8.12 (2H, d, J = 8.4 Hz), 8.28 (1H, d, J = 8.7 Hz), 
15 8.52 (1H, d, J = 2.3 Hz), 10.58 (1H, s). 
TU^fttitU C M H 2 jFN 3 0 t.LX 
WrMH. : C, 75.17; H, 5.55; N, 10.52. 
%m$. : C, 74.89; H, 5.60; N, 10.52. 
tt£: 205-20813 (JBAfttttt : ■SfcWV-SM" V^nK^x-^W 
20 MM l 7 

N-[2-[(^3^7S J)*?)V\-$-*J Un;i/]-6-(4-^5 1 Jl/7xx;W ~ 



MM 6 <D 1 ) T#£ N- [2- [ (N, N-^ ?;P7 5 J ) * WW -6-+ JV-M 



6 MM 1 6 
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'H-NMR (DMS0-d 6 ) 6 : 2.23 (6H, s), 2.39 (3H, s), 3.67 (2H, s), 7.36 (2H, 
d, I = 8.1 Hz), 7.59 (1H, d, J = 8.4 Hz), 8.02 (2H, i), 8.12 (3H, .m), 
5 8. 30 OH, d, J = 8.7 Hz), 8.42 (1H, dd, J = 8.4, 2.4 Hz); 8.51 (1H, s), 
9.22 (1H, d, J = 2.4 Hz), 10.72 (1H, s). 

tMTfl : C, 75.73; H, 6.10; N, 14.13. 
&M : C, 7.5.44; H, 6.19; N, 14.12. 
10 KA : 220-222-0 (&£Mbl*$ : IWX^V-SM V t^X-^W 
' $)K09 18 

4' D D-N-[2-[(2, 5-5>;WM-fc!n >J yrjV) j* 3^1/1-6-* ^ U ~ 

r 

jw [i,r-if7x-;w-4-*;^*u-5 h 



Me 




15 1) ##0iJ5T'#fcN-[2-(kHD^^5 1 JW-6-^7'Jn;H7-feh75 

n- [2- [ a 5-^ w-i- tf d y -7-;W * -6-+ / u x;u 7*fe h 7 5 H 

'H-NMR (CDC1 3 ) 5 : 0.99 (6H, d, 6.0 Hz), 1.86 (4H, m), 2.24 (3H, s), 2.72 
20 (2H, m), 3.98 (2H, s), 7.53 (1H, dd, J = 2.2, 9.0 Hz), 7.69 (1H, d, J 
= 8.4 Hz), 7.80 (1H, br), 7.97 (1H, d, J = 9.0 Hz), 8.03 (1H, d, J = 8.4 
Hz), 8.29 (1H, s). 

2) SfflBl) -«|fcH-[2-[(2,6-5?^^;W-t:PU5?=JW^^W-8- 

25 \z <k D > 

FAB(pos) : 470.2[M+H] + 
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Mmm r 9 • 

n-[2-[(2, 5-i?*?)V-\-id p u ^ji/m-^v u -;w-4' -7 



5 1 8 © 1 N-[2-[(2, 5-$>*3Mt/-l-tf d U *J-)V\-f>- 

FAB(pos) : 454.2[M+HT 
^i$l2 0 

10 n-[2-[(2, 5->^;M-'tro u ^r;w^^;W-6-^y y -;w [l.i'-tf? 



Un;W7-th75 K£ffl^T, HH^J6©2) t|fl^©^^ff 5 
15 {c<k0, ^^^M^^ tbT ^ Co 
FAB(pos) : 436. 2[M+H] + 

4- (4-^ *f-)Xr-\- M< U i?-JW -N- [2- (1- fc?D ij ^ ^ JW -6-^ / U - 
;W^>X75H 



Me 




Me 
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7(01) Tiffc N- [2- (1- tf □ U 5>x)M ?)V) -6-* J U x;W 7-fe h ' 

. bT#fc. 
'H-NMR (DMSO-dg) 6 : 0. 98 (3H, d, J = 6.4 Hz), 1.33 (2H, i), 1.59 (1H, 
5 in), 1.74 (2H, m), 1.80' (4H, i), 2.62 (4H, m), 2.86 (2H, i), 3.85 (2H, 
m), 3.94 (2H, s), 6.95 (2H, d, J = 9.0 Hz), 7.57 (1H, d,' J = 8.7 Hz), 
7.65 OH, dd, J = 2.4, 8. 7 Hz), 7:81 (2H, d, J = 9.0 Hz), 7.90 (1H, br), 
8.05 OH, d, J = 8.7 Hz), 8.10 (1H, d, J = 8.7 Hz), 8.45 (IB, d, J = 2.4 
Hz). 

10 FAB(pos) : 429. 3CM+H]* 

200-202^3 (tStMbftft : ffltxg^-SM V^O^X-tJW 

4-(2-^y-i-tf^u i?r;w-H-[2-(i-t:p u e?x;i^9MW-6-*/ u x 



mmm 7 0 1 N-oa-tro u v^m^m-*/ u x;w h 
75H*fflVix, n»6©2) tmm<Dmw*fi?£t\z&r). &m\\& 

'H-NMR (DMS0-d 6 ) 6 : 1.84 (4H, m), 1.98 (4H, m), 2.62 (6H, m), 3.70 (2H, 
20 m), 3.94 (2H, s), 7.38 (2H, d, J = 8.4 Hz), 7.59 (1H, d, J = 8.4 Hz), 
7.68 (1H,. dd, J = 2.3, 9.0 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.06 (1H, d, 
I = 9.0 Hz), 8.11 (1H, d, 1 = 8.4 Hz), 8.30 (1H, br), 8.45' (1H, d, J = 
2.3 Hz). 

FAB(pos) : 429. 2[M+H]* 
25 MA: 210-212-C {mm&:miX?)V-*MV7u\Z)],X-7-)V) 
«#J2 3 



4' D D-N-[2- [[(2R, 6S)-2, ^^)V-\-M^) 




15 
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Me 



cr 




##0IJ 8 T# 6 ftfc 4' □ P -N- [2- o p y 5^ jy) j ij - 



MD,l'-t7i-JW-OM^5b' (100 mg, 0.246 mmol), (2R.6S)- 
5 2,6-v^^;Hf^iJv>(0.331 ml, 2.46 mol) £«*7U ££(67. 9 mg, 
0.491 mol)©v J ^5 1 ;WUA75 H0.5 ml) gfcfc, 80 < CTf3B#H9£#L 

-;Pi-ryyDtf;px-x^T'M«#tT^b^ (65ig) 

10 'H-NMR (DMS0-d 6 ) (5 : 1.01 (6H, d, J = 6.0 Hz), 1.29 (2H, m), 1.61 (4H, 
m), 2.52 (2H, m), 3.96 (2H, s), 7.59 (2H, d, J = 8.4 Hz), 7.75 (1H, d, 
J = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.53 (1H, 
s), 10.61 (1H, s). 

r 

15 FAB(pos) : 484 [M+H] + 
2 4 

4" DD-N- [2- [(i-t^fr-l-XK? *?)iht-*; UX 
M [l. 7i-JW-4-^;|/m5 K 



20 8 T*#e>tlfc 4' -2 P P-N-[2-(£ p p j ij - 



'H-NMR (DMS0-d 8 ) 6 : 2.16 (3H, s), 2. 35-2. 50 (8H, m), 3.73 (2H, s), 7.58 
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(3H, m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 7.96 (1H, 
d, J = 9.0 Hz), 8.04 (1H, m), 8.13 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J 
= 8.7 Hz), 8.53 OH, s), 10.61 (1H, s). 
FAB(pos) : 471.2[M+H] + 
5 KA : 21 513 (jm GBIMt*** : Sllfih^ V tf^X-f 

4' -^nD-N-[2-[(2-^fJK 5-^t HP-1H--T %M~fr-\-4M 

j U-;W [l, r-h* 7xn;W-4-^;i/#+it= h* 

Me 

H 
10 

##0fl 8 T# S> ftfc 4' D D-N- [2- (^D^ ?)V) -6-* / U ~ 

;W [i,r-h'7xn;W-4-*;i/^U-5 F£ffiv>T, 3 £lRtf£©« 

'H-NMR.(DMS0-d 6 ) 6 : 1.97 (3H, s), 3.21(2H, t, J = 9.0 Hz), 3.52 (2H, 
15 t, J = 9.0 Hz), 4.56 (2H, s), 7.46 (1H, d, J = 8.4 Hz), 7.58 (2H, d, J 
= 8.4Hz), 7.82 (2H, d, J = 8.4Hz), 7.89 (2H, d, J = 8.4 Hz), 7.97 (1H, 
d, I = 9.0 Hz), 8.07 (1H, dd, J = 9.0, 2.1Hz), 8.13 (2H, d, J = 8.4 Hz), 
8.34 (1H, d, J = 8.4 Hz), 8.56 (1H, d, J = 2.1 Hz), 10.63 (1H, s). 
FAB(pos) : 455[M+H] + 
20 HM!l2 6 

4' -Z U P-N- [2- (1 , 3-^7 7 U P >-3~f ?)V) -6-* J >J ~)V] [1,1'- 

k*7xi:;i/]-4-*;^^a H 
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##0iJ 8 T# 6 ftfc 4' -t> P O-N- [2- □ n ^ ^jl/) -6-* ; U " 

. ;W [i, i'-t*7x-;w-4-#;i^^ K£fflwr, «M2 3 

'H-NMR (DMSO-ds) 5 : 2.94 (2H, t, J = 6.0 Hz), 3. 12 (2H, t, J = 6.0 Hz), 
5 3.78 (2H, s), 4.09 (2H, s), 7.58 (2H, d, J = 8.6 Hz), 7.70 (1H, d, J = 
8.0 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 (2H, 
m), 8.14 (2H, d, J = 8. 6 Hz), 8.34 (1H, d, J = 8.8 Hz), 8.56 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 460[M+H] + 
10 ^WJ2 7 

•4* DO-N-[2-[(2, 2, 6, 6-x b?t 5MM-tMU S?-JW *3\>M-6-* 

J »J njW [l, l'-h^x-jH^jl/^-y-S K 



8 T# £ tltc 4' D D-N- [2- D D ^ U - 

15 ;W [l, r-t'7xz;W-4-AM^s F&fflw^Iis 3 tmoMft 

'H-NMR (DMS0-d 6 ) <5 : 1.02 (12H, s), 1.56 (6H, m), 4.01 (2H, s), 7.59 (2H, 
d, J = 8.4 Hz), 7.90 (6H, m), 7.99 (1H, m), 8.13 (2H, d, J = 8.0 Hz), 
8.27 (1H, d, J = 8.8 Hz), 8.51 (1H, s), 10.59 (IH, s). 
20 FAB(pos) : 512CM+H]* 
»M2 8 

4'-^DD-N-[2-tX4-(2-eU^;W-l-tf^7^;W^?;W-6-^ J ij 

-M [i,i'-lf7x-;w-4-*;i/5j?^5 F 




Me 
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. 8 n% e. tit 4' -7 u d-n- [2- d □ * -6-+ y u ~ 

5 'H-NMR (DMSO-d 6 ) 5 : 2.36 (4H, a). 3.31 (4H, m), 3,60 (2H, s), 6.43 (1H, 
m), 6.61 (1H, d, J = 8.8 Hz), 7. 32-7.48 (4H, m), 7.60-7.71 (4H, m), 
7. 75-7.95 (5H, in), 8.11 (1H, d, J = 8. 4 Hz), 8.36 (1H, s), 10.42 (1H, 
s). 

FAB(pos) : 534 [M+H]* 
10 nMW2 9 

4' -7 □D-N-[2-[[4-(2-^^l'7x;jV)-l-t:^ l J V-M ;WW-Mr 
J U-;W [l.l'-t!7x=:M-4-*;W5*U-5 P 




8 T# 6 tit 4' P n-N- [2- (7 a D y -6-+ / U - 
15 ;W [l,l'-t*7xr:;W-4-*;i/^^5 Ffcfflwr, 3 tmmo&ft 

'H-NMR (DMS0-d 6 ) 5 : 1.71 (4H, m), 2.23 (3H, m), 2.31 (3H, s), 2.97 (2H, 
m), 3.80 (2H, s), 7.08-7.24 (4H, m), 7.59 (2H, d, J = 8. 4 Hz), 7.67 (1H, 
d, J = 8.8 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8.4 Hz), 8.03 
20 (2H, i), 8.14 (2H, d, J = 8. 4 Hz), 8.32 (1H, d, I = 8. 4 Hz), 8.55 (1H, 
s), 10.63 (1H, s). 
FAB(pos) : 546[M+H] + 

mm\ 3 0 

4'-/7DO -N- [2- [ [4- (3-y 3MI/7 x-;W -1-fcf^U 5>-;w * f-M -6-* 
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cr 




. ##^j8T#enfc4'-^Da-N-[2-(^pp^^;w-6-^y u- 

;W [1, 1' -tf 7x=JW-4-*^#**5 FSffiHT, SUM 2 3 &Rltt®i§fls 

'H-NMR (DMSO-dj) <5 : 1.71 (4H, m), 2.20 (3H, m), 2.27 (3H, s), 2.97 (2H, 
m), 3.57 (2H, s), 7.06 (4H, m), 7.59 (3H, m), 7.82 (4H, m), 8.02 (2H, 
m), 8.12 (2H, d, J = 8.4 Hz), 8.35 (1H, m), 8.54 (1H, s), 10.61 (1H, s). 
FAB(pos) : 546[M+H] + 

io 3 1 

4' -2 a d-n- [2- 1 [4- (4-* ?)vy i-;v) -l-tf^. u p=jV] * -6-* 
7 U~;W [i, r-tf 7x-;W-4-*jp^^u-5 f* 



cr ^ 

8 T# £> ftfc 4' □ d-n- [2- (& u d * -6-^ y u n 
15 M tl, l'-lf 7x-;W-4-*M^$ FfcJBfrvt, 3 

fttf 5 c tick o , &m<kGmmm* t vmit. 

■H-NMR (DMS0-d 6 ) 8 : 1.71 (4H, m), 2.20 (3H, m), 2.26 (3H, s), 2.96 (2H, 
i), 3.78 (2H, s), 7.12 (4H, in), 7.61 (3H, m), 7.83 (2H, d, I = 8.6 Hz), 
7.90 (2H, d, 1 = 8.6 Hz), 8.03 (2H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 
20 OH, d, J = 8.4 Hz), 8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 546[M+H] 4 
IWJ3 2 

4' -2 U D-N-[2-t(2-7i-M 5-5? t h*D-lH-f $.W-)V-\~1 )V) * 
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#*0S8 <o tltz 4' P D-N- [2- 07 P P * ?)V) -6-* / U - 

5 'H-NMR (DMSO-dj) 6 : 3.46 (2H, in), 3.82 (2H, i), 4.51 (2H, s), 7.48 (3H, 

m>, 7.61 (4H, s), 7.79-8.16 (9H, m), 8.36 (1H, d, J = 8. 8 Hz) , 8.58 OH, 
d, J = 1.8 Hz), 10: 65 (1H, s). 
FAB(pos) : 517[M+H] 4 

LO 4' P P-N- [2- (3, 4- 9 h H P -1 (2H) J U - )V* ?)V) -6-* /U- 
;W [1. l-'-H 7x^;W-4-5bM+t5 H 




##0) 8 1?# & tltz 4' -0 P D-N- [2- (2 P P * ?)V) -6-=¥ / U - 

;W [i, i'-if7x^;W-4-*;^-y-$ KSfflv^ gllsm 3 £pft£©$sift 

'H-NMR (DMSO-d,) 6 : 2.00 (2H, m), 2.79 (2H, i), 3.55 (2H, m), 4.70 (2H, 
s), 6.47 (2H, m), 6.82-6.94 (2H, m), 7.38 (1H, d, I = 8. 4 Hz), 7.58 (2H, 
d, I = 8.4 Hz), 7.83 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 
(2H, in), 8.13 (2H, d, I = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 8.55 (1H, 
20 d, J = 1.8 Hz), 10.63 (1H, s). 
FABCpos) : 504 [M+H] 4 
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mm\3 4 

4'-^nP-N-[2-(3,4-^t Fn-2(1HW V*J U^M^JW-M^ U 

-;W [l. i'-t*7x-;w-4-^;^^5 h 




5 ##^J8 , t#f)tlfc4 , -^Da-N-[2-(^OD^g 1 ;0-6-^/Un 

JW [l, l'-h'7xn;i/]-4-*;i/^^-y-5 K£ffiivc, $mW2 3 tra«©iftf^ 

■H-NMR (DMSO-dj) 6 : 2.77-2.83 (4H, m), 3.64 (2H, s), 3.93 (2H, s), 
7.03-7.11 (4H, m), 7.57 (2H, d, J = 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
10 7.82 (2H, d, J = 8.8 Hz), 7.88 (2H, d, J = 8.4 Hz), 8.01 (2H, m), 8.12 
(2H, d, J = 8. 4 Hz), 8.30 (1H, d, J = 8.4 Hz), 8. 54 (1H, s), 10.62 (1H, 
s). • 

FAB(pos) : 504[M+H] + 
mMM3 5 

15 4 , -^PP-N-[2-(2,3-v ? bHD-lH--r>H-;i/-W;M5 1 ;W-6-^y U 
-;W [1, l*-tf 7xz:;W-4-^;^^U-5 H 




8 t-# e> nfc 4' d o-n- [2- a a ^ -e-* yur. 
• ;w [i, r-t*7x-;w-4-*;i/^^-y-= K£fflv>x, gftm 3 tmmnMft 

'H-NMR (DMS0-d 6 ) <5 : 2.96 (2H, m), 3.43 (2H, m), 4.53 (2H, s), 6.61 (2H, 
m), 6.95-7.09 (2H, m), 7.57 (3H, m), 7.83 (2H, d, J = 8. 8 Hz), 7.89 (2H, 
d, J = 8.8 Hz), 8.02 (2H, m), 8.13 (2H, d, J = 8.4 Hz), 8.32 (lH.'d, J 
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= 8.8 Hz), 8.55 (1H, d, J = 2.2 Hz), 10.63 (1H, s). . 
FAB(pos) : 490[M+H] + 

4' P P-N- [2- (1H ^ — — f / U -JW [1, 1 ' - 

5 t'7x^;W-4-^;i/^^5H 



8 t# e>nfc.4' d n-N-[2- d a ^?;p) -6-* j u - 

■H-NMR (DMS0-<g 6 : 5.49 (2H, s), 6.96 (1H, s), 7.28 (2H, m), 7.58 (3H, 



8.12 (2H, d, J = 8.6 Hz), 8.35 (1H, d, J = 8.4Hz), 8.57 (1H, d, J = 2.2 
Hz), 10.65 (1H, s). 
FAB(pos) : 439[M+H] + 

is mmms7 

4* p D-N- [2- [ (4-7 x -)V-l - tf <\ 7 S?-;W ^ ^JW -6-* J U = 



cr ^ 

#^^1J 8 T# 6 *l& 4' -2 U P -N- [2- P D ^ -6-* J U ~ 
;W [l,r-k*7xn;W-4-AJ^W5 t*£fflV*T* £tt$!l2 3 fcElfcOfcfe 

•H-NMR (DMS0-d 6 ) 6 : 2.62 (4H, m), 3.17 (4H, m), 3.82 (2H, s), 6.78 (1H, 
i), 6.93 (2H, d, J = 7.8 Hz), 7.20 (2H, m), 7.58 (2H, d, 1 = 8.8 Hz), 
7.69 (1H, d, J = 8.8 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.6 




m), 7.82 (2H, d, J = 8.4 Hz), 7.89 (2H, d, I = 8.4 Hz), 8.01 (2H, m), 
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Hz), 8.01 (2H, m), 8.14 (2H, d, J = 8. 6 Hz), 8.32 (1H, d, J = 8.6 Hz), 
8.56 OH, d, J = 1.8 Hz), 10.63 (1H, s). 
FAB(pos) : 533 [M+H]* 
8 

5 4-(4-7J^P7xr;W-N-[2-(l-tfoU^-;M5 1 ;W-6-^y u-;w- 



#%fd 9 t#£ 2-d - tr d u -7-;m ?j w -6-+ y u -^7 $ > (500 mg, 

2.2 mmol) tt!U> ? > (0.356 ml, 4. 4 mmoDcDf- hyh FP75>» (11 
10 nl)fc:, fcftT, 4--hP7iZ^DD*JW-b (488 mg, 2.42mmol)£ 

(HmOSin^.^jfiT, ^L&^S 4-(4-7;i/^D7x-;Wtf^Uv> 
ttKft (569 mg, 2. 64 mmol), 4&£#Kfc:*- h U »7A2K«F» (0. 66 ml) £in 

wsu stiw-^ V7'Dbr;n-7 l ;^63Bifls^« (612 mg) 

'H-NMR (DMS0-d 6 ) (5 1.57 (2H, m), 1.64 (4H, m), 1.82 (2H, i), 2.50 (4H, 
m), 2.79 (1H, m), 2.92 (2H, m), 3.81 (2H, s), 4.34 (2H, m), 7.12 (2H, 
20 m), 7.31 (2H, m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.83 (1H, s). 
FAB(pos) : 433. 2[M+H] 4 

M£ : 206-207-C (gif^I : SUfJhy^ 77a tfJl/X-xJU) 
HM^!l3 9 • • 

25 4- 7 x ~ ;i/-N- [2- (1 - M P U J? - ;M -6-* / ij - ;tf - j - tf ^ ij 5; > 
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5 'H-NMR (DMSO-dj) 5 : 1.59-1.85 (8H, m), 2.50 (4H, i), 2.73 (1H, m), 2.89 
(2H, m), 3.81 (2H, s), 4.33 (2H, m), 7.20-7.34 (5H, m), 7.51 (1H, d, J 
= 8.4 Hz), 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, d, J = 8.4 Hz), 
8.83 (1H, s). 
FAB(pos) : 415.3[M+H] + 

10 MM: 187-189<C iSttlilll^-i'f^DWl'fJW 
I«!I4 0 

4 _ ( 4 _^ U uy x -N- [2-O-fcfDl) 5>:i/k* - 6-* / U =JM -1- 



15 ##0>J 9 T#fc 2-(l-tf □ U i?~Jl*^)V)-b-*J U ~;KT5 >£fflV>T, 

'H-NMR (DMS0-d 6 ) 6 1.58 (2H, m), 1.72(4H, m), 1.80 (2H, m), 2.50 (4H, 
m), 2.79 OH, m), 2.92 (2H, m), 3.82 (2H, s), 4.33 (2H, n), 7.34 (4H, 
20 m), 7.51 (1H, d, J = 8. 4 Hz) , 7.82 (2H, s-like), 8.07 (1H, s), 8.14 (1H, 
d, J = 8.4 Hz), 8.85 (1H, s). 
FAB(pos) : 449.2[M+H? 

ha : 205t: im) (w&mm ■. mmx^v- *m v?d tr^x-x 
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$%0N 1 

4- (4-* ?)V 7 x - )V) -N- [2-0-tTDU V-)\>* -6-* J U ZM -1 - 



fc. 

'H-NMR (DMS0-d 6 ) 6 : 1.55 (2H, m), 1.72 (4H, m), 1.78 (2H, m), 2.27 (3H-, 
s), 2.50 (4H, m), 2.72 (1H, in), 2.91 (2H, a), 3.81 (2H, s), 4.32 (2H, 
10 m), 7.13 (4H, m), 7.51 (1H, d, J = 8.4 Hz), 7.82 (2H, s-like), 8.08 (1H, 
s), 8.14 (1H, d, J = 8.4 Hz), 8.84 (1H, s). 
FAB(pos) : 429. 3[M+HJ + 

ma : 21 4-21 6^ mmmik \ mm^v- *m v y p tf^x-x jw 

$160! 4 2 

is 6-(4-^ h*->7x-;)/)-N-[2-(i-tfPU^-;M5 : -JW-6-+yy-;i/]- 



gttffll 7 © DT'ftfz N-[2-(l-t?n U ^XJM^M-*/ U -;W 7-fe h 

20 tt**|fit&5fcfcUTftfc. 

'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (5H, s-like), 7.10 
(2H, d, J = 9.0 Hz), 7.59 (1H, d, J = 8.7 Hz), 7.98 (2H, m), 8.11 (1H, 
d, J = 8.4 Hz), 8.18 (2H, d, J = 8.7 Hz), 8.29 (1H, d, J = 9.0 Hz), 8.40 
(1H, d, J = 8.4 Hz), 8.51 (1H, s), 9.20 (1H, s), 10.71 (1H, s). 




Me 
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FAB(pos) : 439. lW 

MA : 21 0«C VM) (mmU : Btx^-'^ V 7° b^x-x 

;w 

N- [2- (1-tfPU i?x;M 9M - 6-* 7 U XJ W [1 , 1 ' - M 7 x - /W -4-* 
#**5 H 




%MM 7 CD 1 )tfffc N-[2-(l-tf P U 9 J-fr**M-*-*S U -M 7-fe h 
75 1*fcfl§Vvr, »#I6©2) iWMOil^ftfTS SUffe^ 

10 •*M»*ttT#fc. 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.85 (2H, s), 7.50 (4H, 
b), 7.78 (2H, d, I -.8.1 Hz), 7.88 (2H, d. J = 8.1 Hz), 8.02 (2H, m), 
8.12 (2H, d, J = 8.1 Hz), 8.28 (1H, d. J = 8.7Hz), 8.53 (1H, d, J = 2.0 
Hz), 10.60 (1H, s). 

15 FAB(pos) : 408.2[M+H? 

MA : 181-1 83*0 (IMMbgg : l»X9W- SM V 7*P H^X-f ;W 

6 _( 4 _^ p P7x^;i/)-N-[2-(l-t!P U 5>XJloWW-6-*y U XJU] - P 




msm 7 <d n-cwt h-b-o-kp u s?z;w^w-6-+; u x;w 7-t *• 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, i), 2.50 (4H, m), 3.85 (2H, s), 7.61 (3H, 
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m), 8.01 (2H, m), 8.28 (4H, m), 8.48 (2H, m), 9.25 (1H, d, J = 2. 2 Hz), 
10.76 (1H, s). 
FAB(pos) : 443. 2[M+H] + 

HA : 225-227-C <&£fc&j$ : mm^)V-^M V 7°D tf^x-^W 
5 ^5S^J 4 5 

6- (4-7^* D 7 x ~)V) -N- [2- (1-fcfD U v>x;M -6-* 7 >J " )V] - 



$JMI 7 © i )T#fc N-[2-(i-tf n y ^n;M?;W-6-^y y x;w 7ir ^ 
10 7$F£fflWr, HM0!I6©2) tP^OM^fT^tfcJ;^ SiH^ 

'H-NMR (DMS0-d 6 ) 6 : 1.73 (4H, m), 2.50 (4H, m), 3.86 (2H, s), 7.39 (2H, 
m), 7.60 (1H, d, J = 8.4 Hz), 8.01 (2fl, i), 8.19 (1H, d, J = 8.4 Hz), 
8.28 (3H, m), 8.45 (1H, dd, J = 8.4, 2.1 Hz), 8.51 (1H, d, J = 1. 7 Hz), 
15 9.24 (1H, d, J = 2.0 Hz), 10.75 (1H, s). 
FAB(pos) : 427.2[M+H]* 

21 or Cttftfli^: Wi^-^-fy^nWPx-^p) 

6- (4-* ?)V? x ~)V) -N- [2- (i - tr d u vx;m 3^) -6-^ yuxjWxn 
20 ^>75 H 



MM® 7 © l )xl#fc N-[2-(i-tf d u vx;^?;W-6-^/ UxjMr-fe h 
75F*JBV»T, H»6©2) tm<DMftZftz>Zt\Z£Q, mitS 
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'H-NMR (DMS0-d 6 ) 5 : 1.73 (4H, m), 2.39 (3H, s), 2.50 (4H, m), 3.86 (2H, 
s), 7.36 (2H, d, J = 8.1 Hz), 7.59 (1H, d, J = 8. 4 Hz), 8.01 (2H, m), 
8.13 (3H, m), 8.29 (1H, d, J = 8.4 Hz), 8.42 (1H, dd, J = 8.4, 2.2 Hz), 
8.51 (1H, d, J = 2.0 Hz), 9.22 (1H, d, J = 2.2 Hz), 10.73(1H, s). 
5 FAB(pos) : 423. 2[M+H] t 

JM: 207-209 t C. imWU ■ Mfct^-SM V 7d KJPX-^W 

4' P P-N- [2- [ [4- (4-7^D ^ >7*-f )V\-\-V* U V-M * ?M ~ 

6-^/ijn;W [l.i'-k^x-jW-^MWa H 




8 5 nit 4' n p-N- [2- 07 p p * 5=-;w -6-* 7 u ~ 
zw [i,i'-E7i^]-4-*^W5 KSfflv^ mrnm 3 1^©^ 

'H-NMR (DMS0-d 6 ) 6 : 1.76 (4H, n), 2.28 (2H, m), 2.89 (2H, m), 3.40 (1H, 
15 m), 3.' 79 (2H, s), 7.37 (2H, m), 7.62 (3H, m), 7.83 (2H, d, J = 8. 4 Hz), 
7.90 (2H, d, J = 8.4 Hz), 8.03-8.14 (6H, m), 8.31 (1H, d, J = 8.6 Hz), 
8.55 (1H, s), 10.63 (1H, s). 
FAB(pos) : 578 [M+H] 4 

20 4' p p-N- [2- [ [4- (4-# p uo*m jw-i-tr^u VZM ^^;n-6- 

*rJ U [1, l'-t*7x-JW-4-*Jl/^U-^ K 




8 T?# Ztltc 4' P P-N- [2- P P * J-M -6-^ 7 U - 
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'H-NMR (DMSO-dP 6 : 1.77 (4H, m), 2.28 (2H, m), 2.90 (2H, m), 3.45 (1H, 
a), 3.79 (2fl, s), 7.62 (5H, i), 7. 83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, 
J = 8.4 Hz), 8.03 (4H, m), 8.14 (2H, d, J = 8.2 Hz), 8.31 (1H, d, J = 



FAB(pos) : 594CM+H]* 
4 , -^DD^N-[2-[U^7i:Uy)^5F;W-6-+/U-;H[l,r-lf7x 

-;w-4-*;i/jj?^ij-5 H 



##^l8T#e.tlfc 4'-i'DD-N-[2-(^nD^5 1 ;V)-6-4y U — 
;W[l,l'-H7x-;W-4-^;^if5 HftJfl^T, &Jfc*!2 3£®m<DMft 



'H-NMR (DMS0-d { ) 5 : 3. 17 (3H, s), 4.80 (2H, s), 6.62 (1H, n), 6.76 (2H, 
15 d, J = 8.0 Hz), 7.15 (2H, m), 8.30 (1H, d, J = 8.8 Hz), 7.59 (2H, d, J 
= 8.4 Hz), 7. 83 (2H, d, J = 8.4 Hz), 7.90 (2H, d, J = 8. 4 Hz), 7.96 (2H, 
m), 8.13 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.6 Hz), 8.55 (1H, s), 
10.63 (1H, s). 
FAB(pos) : 478 [M+H]* 

20 gum 5 0 

4' D D-N- [2- [ [3- (4-7 )V* U ^ > l/>f )V) -1- M >J * ^)V\ - 

6-3V U ~)V\ [1 , r - h*7 x=JV\ -4-*)l#*D-5. H 



5 8.4 Hz), 8.54 (1H, s), 10.63 (1H, s). 




o 




10 
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&%m 8 t# zntc 4' p n-N- [2- (7 p p * ^w-e-^y 'J ~ 

'H-NMR (DMS0-d 6 ) 5 : 1.39 (1H, s), 1. 73 (3H, m), 2.23 (2H, m), 2.91 (2H, 
5 m), 3.63 (1H, m), 3.78 (2H, s), 7.31 (2H, m), 7.58 (3H, m), 7.86 (4H, 
m), 8.01 (4H, m), 8.13 (2H, d, J = 8.4 Hz), 8.25 (1H, d, J = 8.2 Hz), 
8.54 (1H, s), 10.61 OH, s). 
FAB(pos) : 578[M+H] + 
MfaM 5 1 

4' -7 D D-N-[2-[(4-7x^;Wl-t!^U V~)V) ^M-ttJ U- 
M [1, 1' -H7x^W-4-*J^+1^5 H 
o 




#5t#J 8 T# nfc 4' -7 □ P-N- [2- (7 P P * ^JU) -6-* / U ~ 

;H [i, l' -t*7xn;H-4-5tjjl/#^tf-S K£ffl^T, MMM 2 3 i|W|*i©W 

'H-NMR (DMSO-dj) S : 1.74 (4H, m), 2.20 (2H,'m), 2.52 (IH, m), 2.97 (2H, 
m), 3.79 (2H, s); 7.27 (5H, m), 7.58 (2H, d,. J = 8.4 Hz), 7.69 (1H, d, 
J = 8/4 Hz), 7.83 (2H, d, J = 8.8 Hz), 7.89 (2H, d, J = 8.4 Hz), 8.00 
(2H, m), 8.14 (2H, d, J = 8. 8 Hz), 8.31 (1H, d, J = 8.4 Hz), 8.54 (1H, 

y. 

20 d, J ='1.8 Hz), 10.62 (1H, s). 
FAB(pos) : 532[M+H] + 
«0!l5 2 

1- (4-7 D D 7 -N- [2- (1-tf P I) ^)V^)V) -6-* / U -M~4- 
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5 'H-NMR (DMSO-dj) 6 : 1.73 (4H, m), 1.89 (4H, i), 2.50 (5H, m), 2.75 (2H, 
m), 3.76 (2H, m), 3.83 (2H, s), 6.99 (2H, d, J = 9.0 Hz), 7.24 (2H, d, 
J = 9.0 Hz), 7.55 (1H, d, J = 8.8 Hz), 7.77 (1H, dd, J = 8.8, 2.2 Hz), 
7.90 (1H, d, J = 8.8 Hz), 8.21 (1H, d, I = 8.8 Hz), 8.38 (1H, d, J = 2.2 
Hz), 10.26 (1H, s). 
10 FAB(pos) : 449DJ+HT 

MM : 204-206*0 (tt Afc&tt : mtx.fJV- *M 7 7n tf;Px~r )V) 
3 

n-[2-[(2-^>^;m, 5-s?t HP-m-f *?n,T-i-* 
J U-;w-4'-^Dn[i,r-h*^x-;i/]-4-*;^^-y-5 H 




8 T# 6 tifc 4' p n-N- [2- (9un*?)l) -6-3V U - 

'H-NMR (DMSO-dj) 5 : 3. 22 (2H, m), 3.60 (2H, m), 3.75 (2H, s), 4.51 (2H, 
20 s), 7. 17-7 ..33 (6H, m), 7.57 (2H, d, J = 8.4 Hz), 7.82 (2H, d, J = 8.4 
Hz), 7.88 (2H, d, J = 8.4 Hz), 7.99 (2H, m), 8.12 (2H, d, J = 8.4 Hz), 
8.25 (1H, d, J = 9.0 Hz), 8.53 (1H, s), 10.62 (1H, s). 
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FAB(pos) : 531 [M+H] + 
«$15 4 

. N _ [2 -(i-fcMU S^M^W-MV Un;W [1. 1' -f7x^]-4-*Jl/ 




1) ##^J5^#fcN-[2-(th*P^'>^?;W-6-^y Un;W7-bhT5 

N-[2-a-tr^u s^m^w-m*/ u-;W7-fe h7$ v^ntc, 

'H-NMR (CDClj) a : 1.38-1. 70 (6H, m), 2.24 (3H, s), 2. 38-2.53 (4H, m), 
10 3.76 (2H, s), 7.52 (1H, dd, J = 2.6, 9.2 Hz), 7.63 (1H, d, I = 8, 4 Hz), 

7.67 (1H, br), 7.99 (1H, d, J = 9.2 Hz), 8.07 (1H, d, J = 8.4 Hz), 8.31 

(1H, d, J = 2.6 Hz). 

7CJMMJMI C I7 H 21 N 3 0 - 0.25H 2 OilxT . 
fftMi : C, 70. 93; H, 7.53; N, 14.60. 
15 *M:C, 71.06; H, 7.37; N, 14.62. 

MA : 182-184'C (&Att&& : mtX.?)V-vr<\*rV» 

2) fflfBl) T#fcN-[2-(l-t?^'J V=.)V*?)V)-S-*y U=;W7-feh 
75 H (4.5g, 16mol)£M£il (70 ml) * llOTCTM flSIH«#bfc. W 

> (3.4g) ^iiUm 

'H-NMR (CDClj) 6 : 1.37-1.68 (6H„ m), 2.39-2.55 (4H, i), 3.72 (2H, s), 
25 3.91 (2H, br), 6.89 (1H, d, J = 2.6 Hz), 7.12 (1H, dd, J = 2.6 and 8.8 
Hz), 7.51 (1H, d, J = 8.4 Hz), 7.86 (1H, d, 1-8.4 Hz), 7.87 (1H, d, 
J = 8.8 Hz). 
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3) Mf32)T#fc6-75 7-2-(l-tf^U> ? -;M^;W+/U> (250 
mg, l mmol), t*7xr;i/^;i//K>^ (220 mg, l.lmmol) b&tt-ftT^S 
tf.U^> (150 mg, 1.2 imol)£N,N-5?*3 1 JWUA75 H(8 Bl)fc»*l/, 
»T> WSC (230 mg, 1.2mmol) SJuA, ij&T18Hr«l&. JR 

nubs m&frz&s&u »« (335 mg) m&m-ww&m 

10 'H-NMR (CDC1,) 6 : 1.38-1.76 (6H, m), 2.43-2.56 (4H, m), 3.78 (2H, s), 
7.38-7.56 (3H, m), 7.59-7.81 (6H, m), 7.96-8.18 (5H, m), 8.49 (1H, d, 
J = 2.2 Hz). 

7C*^*f ffl C 28 H 2V N 3 0 • 0. 5H 2 0 t VT 
WM&L : C, 78.11; H, 6.56; N, 9.76. 
15 H§HI : C, 78.48; H, 6.31; N, 10.00. 

mmm 55. 
4' ^;i/-N- [2- (1- t?^ u >^;m -6-+ / u [1, 1 1 -t? 7 x - 



20 ^Jfi^J 5 4 © 2 ) 6-7 S J -2- (1- U 5^-^ * * / D >* ffl 

'H-NMR (CDC1,) a : 1.38-1.70 (6H, m), 2. 39-2. 56 (7H, m), 3. 79 (2H, s), 
7.30 (2H, d, J = 7.6 Hz), 7:56 (2H, d, J = 7.6 Hz), 7. 63-7.78 (4H, m), 
25 7.95-8.07 (5H, m), 8.49 (1H, d, J = 1.8 Hz). 
7G^##rffi CjgHjgNjO • 0. 25H,0 t LT 
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ttJMft :C, 79.15; H, 6.76; N.9.55. 

$M : C, 79.38; H, 6.88; H, 9.73. 
MA: 198-200*0 : ffKX^W 

H*Sf!i5.6 



»^5 4©2)T?#fc6-7$y-2-(i-tf^u^;^^;w^yu>^ 

10 ittbTifc. 

'H-NMR (CDC1 3 ) 6 : 1. 38-1. 85 (6H, m), 2.41-2.56 (4H, m), 3.78 (2H, s), 
3.88 (3H, s), 7.02 (2H, d, J = 8. 8 Hz) , 7.54-7.66 (6H, a), 7.93-8.20 (5H, 
m), 8.49 (1H, d, J = 2.2 Hz). 
7G%#m C M H J9 N 3 0,- 0 . 25H 2 0i:bT 
15 ffl-JHfi: C, 76.38; H, 6.52; N, 9.21. 
mmU: C, 76.21; H, 6.38; N, 9.32. 

192-194'C OMMWMI : l»X^W 
fU£#J 5 7 

6- (4-2 pp7x^;w-N-[2-(i-tf^u ^r/M^JWHMV i) 

20 ?>7 = H 



gffiffl 5 4<D 2)T%tz 6-75 /-2-(l-tMU S^l/jWW*; U >£ffl 




N. 
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'H-NMR- (CDCJj) 6 : 1.38-1.80 (6H, m), 2. 38-2.58 (4H, m), 3.78 (2H, s), 
7.48 (2H, d, J = 8.4 Hz), 7. 62-7.75 (2H, m), 7.84 (1H, d, J = 8.0 Hz), 
7.96-8.18 (4H, -id), 8.24 (1H, br), 8.31 (1H, dd, J = 2. 2, 8.4 Hz), 8.45 
OH, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.4 Hz). 
5 7U%fttirM C 27 Hj 5 C1N 4 O-0.5HjO£LT 
MM : C, 69. 59; H, 5.62; N, 12.02. 
$ifttt : C, 69.33; H, 5.52; N, 12.08. 
K£: 215-218*0 (£#) (&M&$ : SUfJW 
£MM 5 8 

6- (4-^ 3MU7 x -;W-N- [2- U V- JM -6-*V U -)V] ~ n 



10 



Me 




mmm 5402) t#& 6-7 5 7 -2- ci-^^s u v * / u 
^t, «^j5 4®3) tmmvmit'fioiiMz&r), mik&mm& 

15 '«tLT#feo 

'H-NMR (CDC1 3 ) 6 : 1.38-1.80 (6H, m), 2.40-2. 56 (7H, m), 3.79 (2H, s), 
7.33 (2H, d, J = 8.4 Hz), 7.63-7.74 (2H, m), 7.86 (1H, d, J = 8.0 Hz), 
7.93-8.19 (5H, m), 8.29 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, d, J = 2. 2 
Hz), 9.19 (1H, d, J = 2.2 Hz). 

20 MA : 206-207*0 (ftffl) (jfctHftlM : SfilfJW 
FAB(pos) : 437[M+H]* 

mmn 5 9 

6- (4-7 m P 7 x ~)V) -N- [2- (1- 1!^ U *?ZDV * ?)V) -6-+ J\)=M~ 
□ 7>7S K 
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N 



F' 



mm 5 4 © 2 ) -mtt 6-7 5 j -2- a - t? ^ u ?j w * > u > * h 

5 'H-NMR (CDC 1 3) 5 : 1.38-1.74 (6H, m), 2.42-2.56 (4H, m), 3.78 (2H, s), 
7.20 (2H, dd, J = 8.4 and 8.8 Hz), 7.63-7.76 (2H, m), 7.84 (1H, d, J = 
8.0 Hz), 8.02-8.18 (5H, m), 8.31 (1H, dd, J = 2.2, 8.4 Hz), 8.46 (1H, 
d, J = 2.2 Hz), 9.19 (1H,. d, J = 1.8 Hz). 

jtmmm ww-o^o^t 

10 ttJMt : C, 72.87; H, 5.78; N, 12.59. 
%Wm. : C, 72.91; H, 5.45; N, 12.75. 

M: 209-2 lot) (®Mjmm:mx.?)v) 

6 _( 4 _^ b^i/7x-;W-N-[2-(l-^^U^n;i/^^JW-6-^y u~;n~ 
15 3^>7S. H. 



mm 5 4 cd 2 ) x-ntc 6-7 5 / -2- a- \l 1 u ^-jv* *y u >* jb 

Vi-t, H»J54©3) fcE«0^£fr5 M^ft^lfi 

20 'H-NMR (CDCI3) 8 : 1.38-1.71 (6H, m), 2; 43-2. 56 (4H, m), 3.80 (2H, s), 
3.90 (3H, s), 7.04 (2H, d, J = 9.0 Hz), 7.64-7.73 (2H, m), 7.83 (1H, d, 
J = 8. 4 Hz), 8.00-8.18 (5H, m), 8.28 OH,' dd, J = 2. 6, 8. 4 Hz), 8.46 (1H, 
d, J = 2.6 Hz), 9.17 (1H, d, I = 1.8 Hz). 
Ttmtirm C 28 H 28 NA*0-25H 2 0£l<T 



Me-O' 
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M-JM : C, 73.58; H, 6.28; N, 12.26. 



Hftfi : C, 73.56; H, 6.16; N, 12.24. 

M: 210-21 it: (m), mimm'-.m^M 
5 4' ^jp-n- [2- a- tr o >; j? - ;m -6-+ y u a , r - tf 7 x - 



75 F5ffl^T, »0iJ6©2) i^©^^ff3^itJ;D, SESfc£ 

10 bTt#fc 0 

'H-NMR (DMSO-d,) <5 1.73 (4H„ m), 2.37 (3H, s), 2.50 (4H, m), 3.85 (2H, 
s), 7.33 (2H, d, J = 8.1 Hz), 7.58 (1H, d, J = 8.4 Hz), 7.68 (2H, d, J 
= 8.1 Hz), 7.85 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0 Hz), 8.04 (1H, 
dd, J = 2. 4, 9.0 Hz), 8.10 (2H,d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 

15 8.52 (1H, d, J = 2.4 Hz). 
FAB(pos) 422. 3CM+H3 + 

M: 192-193'C GftjlfcKft : HMKx^-SMV^D Wkn-^W 
20 x;w-4-*;p^+u-5 P 



mmm i © 1 ) twc n- [2- 0- tr □ u s>x;m ?m -6-* y u = m t± h 
r^vm^T. »^)6©2) tm%<Dmm?zt\z±v), mits 




Me 




WO 01/82925 



PCT/JPOl/03614 



141 



10 



15 



20 



'H-NMR (DMSO-dj) 6 1.73 (4H, m), 2.50 (4H, m), 3.83 (3H, s), 3.85 (2H, 
s), 7.08 (2H, d, J = 8. 7 Hz); 7.58 (1H, d, J = 8.4 Hz), 7.74 (2H, d, J 
= 8.7Hz), 7.83 (2H, d, J = 8.4 Hz), 7.95 (1H, d, J = 9.0Hz), 8.03 (1H, 



8.52 (1H, d, J = 2.1 Hz). 
FAB(pos) 438.3[M+H] + 

197-199*0 (i£Afc&Jf : IHtX^-SM V7u&VX-zr)l>) 

mmm 6 3 

4- (4-7 a d 7 xXJW -N- [2- (l-tf^ U 9-M -6-* j u -M -1- 



5 4 © 2 ) t?#£ 6-7 5 / -2- (1- t?^ u s>x;m 3MV) *J u >£ffl 

•H-NMR (CDClj) 6 : 1.37-2.02 (10H, i), 2.38-2.54 (4H, m), 2.63-2.84 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.20-4. 36 (2H, m), 6.65 (1H, br), 
7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.49 (1H, dd, J = 
2.2 and 9.2 Hz), 7.60 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, m). 
Ttmmm C 27 H 3l ClN 4 0-1.5H 2 0,!:bT 

ti-M : C 66.18; H, 6.99; N, 11.43. 

%m& : C, 66.32; H, 6.75; N, 11.74. 
St£: 214-217 -C (dec.) (fftJMHftft : l»X^Jl-S?X^JH-5rJP) 
»6 4 

4-(4-^5 1 ;i/7x^JW-N-[2-(l-t!^<J V-frtf-tyi-lr^J UXJM-l- 



dd, J = 2.1, 9.0 Hz), 8.09 (2H, d, J = 8.4 Hz), 8.27 (1H, d, J = 8.4 Hz), 
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Me' 




5 4©2) Tftfc 6-7 5 J -2- (1- tf ^ U z?-)V*?M 

5 'H-NMR (CDC1 3 ) <5 : 1.40-2.02 (10H, m), 2.34 (3H, s), 2.47-2.83 (5H, m), 
2.95-3.15 (2H, m), 3.82 (2H, s), 4.20-4.36 (2H, m), 6.7.0 (1H, br), 7.14 
(4H, br), 7.53 (1H, dd, J = 2.2 and 8.8 Hz), 7.64 (1H, d, J = 8.4 Hz), 
7.93-8.10 (3H, m). 
7cH#Hrffi C !8 H J4 N 4 0-H 2 0<hLT 
10 fr#M: C, 73.01; H, 7.88; N, 12.16. 
lifi : C, 72. 68; H, 7.57; N, 12.20. 

204-205 "C (dec.) (felttl : SSlf Jh^l^JH-riW 

. 4- (4-7 m n 7 x ~ ;W -N- [2- (1- \L 1 U -6-* / U ~ ;|/] - 

15 l-tf^'J^>*;^v75 K 



^6SM5 4©2)T-#fc 6-7$y-2-(l-tMU ^-JM^)* y U 

20 'H-NMR (CDCI 3 ) 6 : 1. 36-2. 02 (10H, m), 2. 37-2. 55 (4H, m), 2.63-2.85 (1H, 
m), 2.94-3.14 (2H, m), 3.76 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, br), 
7.01 (2H, dd, J = 8.4 and 8.8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, J 
= 2.2 and 8.8 Hz), 7.60 (1H, d, I = 8.4 Hz), 7.92-8.10 (3H, m). 
TtMfttiiW. C J7 H 31 FN 4 0 ■ 0. 5H,0 t bX 
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IMWirC, 71.18; H, 7.08; N, 12.30. 
&M: C. 71.13; H, 6.94; N, 12.52. 
«: 203-204 V (dec.) ffii«:Sf|I^W^fJH-7JW 

nmm 6 6 

4 _(4_^ h+v7x^;W-N-[2-(l-tf^U^n;V^^;i/)-6-^7 uxjw- 



jfeMM 5 4 © 2 ) 6-7 5 / -2-0- tf ^ U 5>XJ1/* ?M *J U > *J5 
10 UT#&. 

'H-NMR (CDC1,) 6 : 1.37-2.02 (10H, m), 2.42-2.57 (4H, m), 2.60-2.80 (1H, 
i), 2.94-3.14 (2H, m), 3.78 (2H, s), 3.80 (3H, s), 4.19-4.36 (2H, m), 
6.66 OH. br), 6.87 (2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 7.50 
(1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 (3H, 



K£: 197-198 *C (dec.) (ISJMMFlK : IWX^P-SW^X-^JW 

2'-7;^P-N-[2-(l-tf^U^-;W^JW-6-^yUx;W[l,l'-lf7xX 
;W-4-j!jJl/^^^TS H 



llll 5 4©2) Tftfc 6-7 5 J -2- (1- >J * J U > 

fcT, ^»J5 4©3) fcH*©i^*fr3C:i:fc«ktK JaHIS^ftfcttfi 

'H-NMR (CDC1 3 ) 5 : 1.40-1.77 (6H, m), 2.47-2.65 (4H, m), 3.86 (2H, s), 




15 m). 



20 
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7.12-7.54 (4H, m), 7. 63-7.78 (4H, m), 7.96-8.22 (5H, m), 8.48 (Iff, d, 
J = 2.6 Hz). 

J&& : 163-164 t: (ISiMbM : IllfJW 
8 

6 2',4'-^7;^D-N-[2-(l-kXU S^MfW^MV >J ->] [I, l'-t* 




F 

IWJ 5 4 0 2) T'#fc 6-7 $ / -2- U 5^ * J U >€/B 

V>T, HJS#|5 4©3) iW«©i*^*ff5Ci:fcJ;D, 
10 l»*iLT#fc 0 

'H-NMR (CDClj) <5 : 1.40-1.78 (6H, m), 2. 50-2.67 (4H, m), 3.87 (2H, s), 
6. 89-7.08 (2H, m), 7.38-7.54 (1H, m), 7. 59-7.80 (4H, m), 7.96-8.23 (5H, 
m), 8.47 (1H, br). 
TC^fttirH C J8 H„F 2 N 3 0 • 0. 5H 2 0 t bT 
15 ftM: C, 72.09; H, 5.62; N, 9.01. 
mmW. : C, 71.79; H, 5.59; N, 8.75. 
§L£: 181-182 <C WM&m : 111^) 
6 9 

6- (2, 4-^7;P^D7x-Jl/)-N-[2-(l-tf^'J ^-;M3Mi/)-6-* / U- 

20 jWr3f>7$ F 




$mM 5 4© 2)Tftfc 6-75 y-2-(l-fcf^ U v>-;M^;W * / U >*J8 
V>T> H»5 4(D3) tH«©lif^*fT3itfcJ:D» »fls£tt*afr6 



1 
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'H-NMR (CDCI3) 5 : 1.41-1.77 (6H, m), 2. 47-2. 68 (4H, m), 3.86 (2H, s), 
6.88-7.13 (2H, id), 7.73 (2H, d, J = 8. 4 Hz), 7.90-8.00 (1H, m), 8.02-8.25 
(4H, in), 8.32 (1H, dd, J = 2.2 and 8.4 Hz), 8.46 (1H, d, J = 1.8 Hz), 
9.24 (1H, d, J = 1.8 Hz). 
5 Ttmmm C 27 H M W'0.5H 2 O£bT 

fHHt:C, 69.37; H, 5.39; N, 11.98. 

ISiliC, 69: 14; H, 5.21; N, 12.04. 
MA : 182-183 "C GSSfMbM : BKx^W 

10 2%4'-^DD-N-[2-(l-^U^-;W5 L ;W-6-^7U-;W[l,l'-lf7 
xXJ|/|-4-;*J,M^>7S F 




pmi 1 3 N-[2-[(2, 2, 6, 6-r hy^JV-l-^ U 5>x;W ^ 

15 5 c t fc «fc 0 , t tTftfc. 

'H-NMR (CDC1 8 ) 6 : 1.40-1. 76 (6H, m), 2.48-2.63 (4H, m), 3.84 (2H, s), 
7.22-7.40 (2H, m), 7. 52-7.78 (5H, m), 7.96-8.19 (5H, m), 8.47 (1H, d, 
J = 2.2 Hz). 

CACl^O-O.SH.OtbT 
20 th»fi : C, 67.34; H, 5.25; N, 8.41. 
|||:C, 67.46; H, 5.20; N, 8.47. 
MA: 210-212 "C (dec.) (ttlfcjM* : IWx^W 

4'-7;i/^D-N-"[2-[(2, 2, 6, 6-f h^^M-t^U 9 ~)\>) * ?M -6- 

25 *y U-;W [i,i'-t*7xn;w-4-*;^v75 H 
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###| 1 3 T'Wc K-[2-[(2, 2, 6, 6-x h7*3MU-l-fcf<U 5?^)W 

5 'H-NMR (CDC1,) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.17 (2H, 
t, J = 8..8Hz), 7.56-7.76 (5H, m), 7.96-8.17 (6H, m), 8.46 (1H, d, J = 
2. 6 Hz) . 

M: 229-231 V (dec.) (ftMftft : RB&X^W 
IM7 2 

10 6-(4-£ DP7xn;i/)-N-[2-[(2, 2, 6, 6-x r- 7^;i/-l-tMU * 
9MM-6-*/ U -;W xn? 1 >75 h* 



Me 




##09 1 3T?#7cN-[2-[(2, 2, 6, 6-x h 5*9^-1-^ U i?=JW 
;W-6-^/U-;W7-kb75^SfflViT> ^M!)6©2) tPt©^$r^ 

15 SJltfcJ;^ 

'H-NMR (CDC1 3 ) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (2H, s), 7.49 (2H, 
d, J = 8.8 Hz), 7.64-7.74 (1H, m), 7.81-7.90 (1H, m), 7.96-8.18 (6H, id), 
8.27-8.38 (1H, id), 8.44 (1H, d, J = 2.2 Hz), 9.20 (1H, d, J = 1.8 Hz). 
TtMftW C 3I H 33 C1 N 4 0 • H 2 0 t LX 

20 fr^i : C, 70.11; H, 6.64; N, 10.55. 
£M: C 70.16; H, 6.59; N, 10.62. 
HA : 258-259 (IglW : ffttx^JW 
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torn 7 3 

6-(4-*3\^7x-;W-N-[2-[(2, 2, 6, 6-r h ^^^M-tf^U 5>~;W * 



5 3-e#feN-[2-[(2,2,6 > 6-rh^^5 1 ;i/-l-tf^Uv-;i/)^^ 

'H-NMR (CDClj) 6 : 1.05 (12H, s), 1.60 (6H, br), 2.44 (3H, s), 4.10 (2H, 
s), V. 33 (2H, d, J = 8.2 Hz), 7.63-7.74 (1H, m), 7.87 (1H, d, J = 8.4 
10 Hz), 7.94-8.16 (6H, m), 8. 25-8. 35 (1H, i), 8.44 (1H, d, J = 2.6 Hz), 9.19 
(1H, d, I = 1.8 Hz). 

fff-JMg: C, 75.26; H, 7.50; N, 10.97. 
£M: C, 74.98; H, 7.44; N, 11.07. 
15 : 246-247 XZ (tiJMfctttt : SH^) 

4- (4-? o D 7 x=;W -N- [2- [(2, 2, 6, 6-x h 7 ^ ^M- tf * U S?n;W * 



1 3 T!ftfc N-[2-[(2, 2,6, 6-r VJtttir-X-W) V-M ^ 
8 tra*©»fP€«*fT5i:fcfcJ:0» M^i$iM*ttT§fc. 



Me 




Me 
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'H-NMR (CDC1,) 6 : 1.03 (12H, s), 1.46-2.01 (10H, m), 2.63-2.84 (1H, m), 



2.95-3.15 (2H, m), 4.07 (2H, s), 4.20-4.37 (2H, m), 6.62 (lfl, br), 7.15 
(2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8. 4 Hz), 7.49 (1H, dd, J = 2. 6 and 
8.8 Hz), 7.81-8.11 (4H, m). 
5 FAB(pos): 519 [MH] 4 

7C^##Ht 'C3|H 39 C1N 4 0 • 0. 5HjO t VT 
W-^ffi : C, 70.50; H, 7.63; N, 10. 61. 
*M:C,' 70.88; H, 7.79; N, 11.14. 
MA : 203-204 <C Mx^-^Xrf^x-x^) 
10 MMM 7 5 

4-(4-*?MP7xx;i/)-N-[2-[(2, 2, 6, 6-f JH-E^iJ V-)V) * 



mm\l 3T#fcN-[2-[(2,2,6,6-xh^^5 1 ;H-^iJ^-;W 
15 ;W-6-+yUx;W7irh7$H^ffl^T, ^&S0!|5402) ££tf»0iJ3 
8 ilflSloa^SJHJfcfT 5 Zt\z «fc D , «H^ft€*fi»*t LTifc, 
'H-NMR (CDClj) <5 : 1.04 (12H, s), 1.50-2.02 (10H, pi), 2.34 (3H, s), 
2. 63-2. 84 (1H, m), 2.94-3.13 (2H, m), 4.07 (2H, s), 4.20-4. 34 (2H, i), 
6.59 (1H, br), 7.14 (4H, s), 7.48 (1H, dd, J = 2. 2 and 9. 2 Hz) , 7. 86-8. 09 
20 (4H, m). 

7C*^*fH C sz H 4J N 4 0 • 0. 5Hj0 tbT 
fl»:C, 75.70; H, 8.54; N, 11.04. 
HlfcM : C, 75.57; H, 8.30; N, 11.16. 
M : 200-202 "C GttfifcftK : ffMx^^XWPX-^W 
25 7 6 

N-[2-[(2, 2, 6, 6-t h7*3\>M-tMU >>x;i/) J U X 




Me 



Me' 
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M [1, l'-bf7xn;W-4r*iv#*->73 H 



Me 




3 « N-[M(2, 2, i 6-f >7^^1-^'J ^) ^ . 

'H-NMR (CDC1,) 6 : 1.05 (12H, s), 1.60 (6H, br), 4.10 (ZH, s), 7.40- 
7.56 (3H, m), 7.60-7.80 (6H, m), 7.96-8.16 (5H, m), 8.47 (1H, d, 1 = 2.4 
Hz). 

MA : 200-201 t (SSMM : I»X?/W 
10 »0J7 7 

4'-^^;WN-[2-[(2, 2, 6, 6-x h:7>W-l-tf^y S?~JW ^W-6-* 



Me 




Me' 



1 3 N-[2-[(2, 2, 6, 6-T h ^^IM-bM U S^M ^ 
16 jW-6-*7U-;W7-fe^75FfcfflVvt, *JS0J6®2) tn*0»fP*ff 

'H-NMR (CDC1,) 6 : 1.04 (12H, s), 1.59 (6H, br), 2.42 (3H, s), 4.09 (2H, 
s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, d, J = 8.2 Hz), 7.63-7.77 (4H, 
in), 7.95-8.16 (5H, m), 8.46 (1H, d, I = 2.6 Hz). 
20 Ttmftm CMO'O.SWtVT 

W-JMIt : C. 79.16; H, 7.65; N, 8.39. 

$M :C 79.21; H, 7.66; N, 8.41. 
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tt£ : 242-243 "C (f&Bfcgfg : »»X3MW 
HJgfll 7 8 

4'-* h^>-N-[2-[(2, 2, 6, 6-r h7^WM-t!^y S>x;W *3MI/)-6- 

*y ux;w [i, i'-tf7xryw-4-*;p#*s/7S H 



##M 1 3 N- [2- [ (2, 2, 6, 6-rl>7^ 5\M/-1-IM U * ^ 

'H-NMR (CDC1 S ) <5 : 1.04 (12H, s), 1.59 (6H, br), 3.88 (3H, s), 4.10 (2H, 
10 s), 7.02 (2H, d, J = 8.8 Hz), 7. 55-7. 76 (5H, m), 7.94-8.16 (6H, m), 8.46 
OH, d, I = 2.6 Hz). 

Bti: 210-211 V «I»I:WxfJW 

4'-7;i/^P-N-[2-[(5>X-2, 6-i^;i/-l-t^U ~7x;i0 ;WK)-6-3=- / 
15 U -;W [1, I'-lf 7x=JW-4-#;M?*$/75 h* 



##0J 1 1 N-[2-[(vX-2, 6-7* 9^-1- tMU S?njW^?JW-8- 
*yU=JW7-feh7SHftfflV>T, «#J6<D2) fcrafltoftffrfcfrSCt 

20 'H-NMR (CDC1 3 ) 5 : 1.05 (6H, d, J = 6. 2 Hz), 1.28-1.80 (6H, i), 2.51-2.73 
(2H, id), 4.04 (2H, s), 7.17 (2H, t, J = 8. 8 Hz), 7.54-7.76 (5H, m), 7.86 
(1H, d, J = 8.4 Hz), 7.96-8.17 (5H, m), 8.46 (1H, d, J = 2.2 Hz). 



Me 



5 




Me 




WO 01/82925 



151 
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%mm& C 30 H 30 ?N s 0 • 0. 5H 2 0 t bT 
• ftJMt-: C, 75.60; H, 6.56; N, 8.82. 

%WM : C, 75. 72; H, 6.31; N, 8.72. 
MA : 187-188 t: <£gft;8ft : IffilX^W 
5 HJI01J8O 

n-[2-[(^x-2, 6-^^^-i-if^u $>xjio wwhmv U X 
;W [l, r-tr 7xzuw-4-*;i/#^->75 h* 



Me 




##0)J 1 1 Tftfc H-[2-[($/^-2, ft-S^^M-t^U 5?=JW *3\>W-6- 
10 3VJX>W7-feh7=- KfcJfUT, M#|6©2) £W»©!lffs*fr-3 E£ 

'H-NMR (CDC 1 3 ) 6 : 1.05 (6H, d, J = 6. 2 Hz), 1. 28-1.77 (6H, m), 2.52-2.72 
(2H, i), 4.04 (2H, s), 7.40-7.57 (3H, n), 7.60-7. 80 (5H, m), 7.86 (1H, 
d, I = 8.4 Hz), 7.96-8.16 (5H, m), 8.47 (1H, d, J = 2.2 Hz). 
15 7Um#m C 80 H 3I N 3 0 -0.5^0 thX 

th^ffi: C, 78. 57; H, 7.03; N, 9.16. 

$M: C, 78. 36; H, 6.64; N, 9.12. 

sua : 180-181 -e (mmm : IWX?;W 

fWJ8 1 

20 4'-^^;wN-[2-[(^-2j-^^f;M-e^u^-;w^^w-6-^/u 

x;M [l,l'-t:7xn;i/]-4-*;V^i/7S H 



Me' 




###J 1 1 rWt N-[2-[(v-7.-2, 6-^^^-i-tf^u yx;w ;WM-e- 
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*/U-;M7'feh75K£EHT, *JI0»J6©2) fcW«©SMI*ftfT3i:& 

'H-NMR (CDC1,) <5 : 1.05 (6H, d, J = 6.2Hz), 1. 28-1. 80 (6H, m), 2.43 (3H, 
s), 2.52-2.'73 (2H, a), 4.04 (2H, s), 7.30 (2H, d, J = 8.2 Hz), 7.55 (2H, 
5 d, J = 8.2 Hz), 7. 63-7.78 (3H, m), 7.85 (1H, d, J = 8.4 Hz), 7.94-8.17 
(5H, m), 8.46 (1H, d, J = 2.2 Hz). 
7U*##fM C 3I H 3 3N,0 • 0. 5H 2 0 t hX 
. > WJMI: C, 78.78; H, 7.25; N, 8.89. 
: C, 78.87; H, 7.08; N..8.82. 
io M£ : 198-199 V (dec.) iWHMl : IHfW 
' ^5S#18 2 

U-;W[i,i'-h'7xr;w-4-^;^^7$ H 




MeO 

i5 lT^fcN-^-tCvx^.e-vy^jp-i-tf^u^wy^w-e- 

+y U-;W7th75 H^ffl^T, 3»J6©2) t^co^&fr^^t 

'H-NMR (CDCg S : 1.04 (6H, d, J = 6.0 Hz), 1. 23-1. 85 (6H, m), 2.50-2.72 
(2H, m), 3.87 (3H, s), 4.03 (2H, s), 7.01 (2H, d, J = 8.8 Hz), 7.50- 
20 7.77 (5H, m), 7.85 (1H, d, J = 8.4 Hz), 7.90-8.20 (5H, m), 8.46 (1H, br). 
M : 194-196 (dec). (gjiftgig : BRx^W 
£MM8 3 

6-(4-£ P D7i-JW-N-[2-[(^-2, 6-v* 3MI/-l-h°^U y")W 

;W-6-3V u -;W~n5 1 >75 H 



WO 01/82925 PCT/JP01/03614 




mm\ 1 1 r#fc n-[2-[(^-2, 6-5>;wiM-twj ^-jw *?;w-6- 

5 'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, ] = 6.2 Hz), 1.27-1.76 (6H, m), 2.51-2.76 

(2H, m), 4.03 (2H, s), 7.47 (2H, d, J = 8. 4 Hz), 7.70 (1H, dd, J = 2.2 . 
• and 8.8 Hz), 7.76-7. 92 (2H, m), 7.94-8.13 (4H, 1), 8.23-8.36 (2H, m), 

8.42 (1H, d, J = 2.2 Hz), 9.19 (1H, d, J = 2.2 Hz). 

Ttmftffim C 29 H J9 C1N 4 0-0.5H 2 0£LT 
10 M-im: C, 70.50; H, 6.12; N, 11.34. 
ill:C, 70.58; H, 6.06; N, 11.14. 

Bk£ : 217-219 *C (dec.) (ir B tt«:III?W 

6-(4-y^7x^JW-N-[2-[(S/X-2, 6-*J*?)V-l-W) 9=M * ? 
15 ;W-6-^y«J=JW=3?>7SH 



Me 




1 1 T»mc N-[2-[(^-2, t-Vt&V-l-W) 9-)V) *3MW-6- 

20 'H-NMR (CDClj) 6 : 1.04 (6H, d, I = 6. 2 Hz), 1. 28-1.80 (6H, m), 2.43 (3H, 
s), 2.51-2.72 (2H, m), 4.04 (2H, s), 7.32 (2H, d, J = 8.0 Hz), 7.69 .(1H, 
dd, I = 2.2 and 8.8 Hz), 7.80-8.20 (7H, m), 8.28 (1H, dd, 1=2.2 and 
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8.4 Hz), 8.43 (IB, d, J = 2. 2 Hz), 9.18 (1H, d, J = 2.2 Hz). 
BA:. 225-226 r (dec.) (ttftftigJI : fffltx^W 

mmm b 5 

4- (4-£ P □ 7i-JW -N- [2- [ (5/^-2, 6-5>* 3^H- i j y^p) ^ ^ 

5 ;w-6-*y ur;i/|-i-tMU $>>#;m?*$/7$ h 



1 1 ante n-[2-[(->*-2, 6-i?^^;n-fcf^u *3\h/m- 
* y u -jw 7^ h 7 s f ^ffl ^t, mm® 5402) & his^i 3 8 1 m 

10 'H-NMR (CDClj) <5 : 1.04 (6H, d, J = 6.2Hz), 1.23-2.02 (10H, m), 2.50-2.83 
(3H, m), 2.94-3.15 (2H, m), 4.02 (2H, s), 4.20-4.37 (2H, m), 6.64 (1H, 
br), 7.15 (2H, d, J = 8.4 Hz), 7.30 (2H, d, J = 8.4 Hz), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.79 (IH, d, J = 8.8 Hz), 7.88-8.08 (3H, m). 
B£: 196-198 "C (dec.) mSM&m : ftilf^^i^H-fji,) 

15 8 6 

4- (4-* ^;U7x~;W -N- [2- [ (v^-2, 6-5?* ^;m- u ^ ^ 

;W-6-*y u -;w-i-tf^u^>*;p^v7^ H 



##00 1 1 V'&tz N-[2-[(5<*-2. 6-iw;n-t^ u ^^;w-6- 
■H-NMR (CDCl,) 6 : 1.04 (6H, d, J = 6,0Hz), 1.20-2.03 (10H, m), 2.33 



Me 




Me 
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(3H, s), 2.50-2.82 (3H, m), 2.90-3.15 (2H, m), 4.02 (2H, s), 4.17-4.39 
(2H, m), 6.70 (1H, br),. 7.13 (4H, br), 7.51 (1H, d, J = 8.8 Hz), 7.78 
(1H, d, J = 8. 8 Hz), 7.95-8.15 (3H, m). 
Ttmffim C 30 H 38 N 4 0-H 2 0iUT 
5 tt»*:C, 73.74; H, 8.25; N, 11.47. 
$IMt:<C, 74.12; H, 8. 05; N, 11.82. 
Mti : 177-178 t (dec, (ttAftftft ■ IHfil'-^X^H-fJW 

mmn 8 7 

4-(4-7;U^n 7xn;W-N-[2-[(^X-2, B-S^/M-fc! ^'J * 



1 1 N-[2-[(->X-2, B-^^^-l-tT^U ^W-6- 
=(V U-;W7irh75 FSJfllAT, IIM5 4 ©2) * iU^SSfl!] 3 8 <hPl 

15 l H-NMR (CDC1 3 ) 5 : 1. 04 (6H, d, J = 6. 2 Hz), 1. 22-2. 02 (10H, m), 2. 50-2. 82 
(3H, 11), 2.94-3.14 (2H, m), 4.01 (2H, s), 4.10-4.36 (2H, m), 6.66 (1H, 
br), 7.01 (2H, dd, J = 8.4 and 8. 8 Hz), 7.11-7.24 (2H, m), 7.50 (1H, dd, 
J = 2.2 and 8.8 Hz), 7.60 (1H ; d, J. = 8.4 Hz), 7.92-8.10 (3H, m). 
FAB(pos): 475 [MH] + 

20 MMM 8 8 



4- (4-* h + -» -N- [2- [(1/7,-1, 6-5?* WlM- tf ^ U V-M * *M -6- 




Me 
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10 



15 



20 




MeO 

1 1 ante n-[2-[(vt>-2, *3Mi/]-6- 

'H-NMR (CDC1 3 ) 6 : 1.04 (6H, d, J = 6. 2 Hz), 1.23-2.02 (10H, id), 2.50-2.83 
(3H, m), 2.94-3.14 (2H, m), 3.80 (3H, s),' 4.01 (2H, s), 4.19-4.36 (2H, 
m), 6.66 (1H, br), 6.87 (2H ? d, J = 8.4 Hz), 7.15 (2H, d, J = 8.4 Hz), 
7.50 (1H, dd, J = 2.6 and 9.2 Hz), 7.61 (1H, d, J = 8.4 Hz), 7.93-8.10 
(3H, m). 

FABCpos): 487 [MH] 4 
*Jlf!l8 9 

2',4'-^7;^D-N-[2-[(v7.-2, 6-i?*^;M-tMU v>rj|/)*3MW-6- 
*J U-;W [l, i'-t*7xn;W-4-^;i;^x75 K 

Me 




##08 1 1 N-[2-[(v^-2, 6-^^^-1-kXU V~)V) ;WW-6- 

'H-NMR (CDC1 3 ) <5 : 1. 05 (6H, d, J = 6. 2 Hz), 1. 28-1. 83 (6H, m), 2. 51-2. 82 

. (2H, m), 4.04 (2H, s), 6. 88-7.08 (2H, m), 7. 37-7.53 (1H, m), 7.60-7.74 

(3H, m), 7.86 (1H, d, J = 8.4 Hz), 7.95-8.18 (5H, m), 8.46 (1H, d, J = 
2.2 Hz). 

FABCpos): 486 [MH] 4 
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mmm 90 

2', 4>-i>>7 O D-N-[2-[(xX-2, 6-5?^^JW-t!^U 5?-JW *3\M-'6-* 
/ U~;M [1, i'-lf7x-;W-4.-*;^+v'75 H 



Me 




5 1 1 Tfftfc N-[2-[(5/*-2, 6-^*3MM-t^U 

'H-NMR (CDCI3) (5 : 1.04 (6H, d, J = 6.3Hz), 1.27-1.80 (6H, m), 2.52-2.70 
(2H, id), 4.03 (2H, s), 7.23-7.40 (2H, m), 7.46-7.60 (3H, m), 7.68 (1H, 
10 dd, J = 2.1 and 9.0 Hz), 7.86 (1H, d, J = 8.4 Hz), 7.93-8.05 (3H, m), 
8.09 (1H, d, I = 8.4 Hz), 8.16 (1H, br), 8.46 (1H, d, J = 2.4 Hz). 
MA: 162-164 V (ISttl:ITO) 
MffiM9 1 

-N- [2- [ (5M Vfu \>)V7 5 / ) * ?M -6-* / U =;M [1 , l'-tf 
15 7x=;M-*-*;WS*">75 H 



Me 




1 0 Tfftfc N- [2- [ (5M V*?U \L)V7 5 / ) * -6-+ ^ U =y W 

20 'H-NMR (CDC 1 3 ) (5 : 1.06' (12H, d, J = 6.6 Hz), 2.96-3.19 (2H, m), 3.94 
(2H, s), 7.45 (2H, d, J = 8.8 Hz), 7.56 (2H, d, J = 8.8 Hz), 7.63-7.73 
(3H, m), 7.83 (1H, d, J = 8. 8 Hz), 7.94-8.19 (5H, m), 8.46 (1H, d, J = 
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2.2 Hz). 



K£: 201-202 "C (dec.) dW:til^) 



IM19 2 

4* o o-n- [2- [ (^x^;i/7 = y ) * w y u -;w [l , 1 ' - k 7 x 

5 X)W-4-#;U/}^v7$ H 



10 'H-NMR (CDCI3) <5 : 1.09 (6H, t, J = 7.2 Hz), 2.64 (4H, q, J = 7.2 Hz), . 
3.89 (2H, s), 7.45 (2H, d, J = 8. 4 Hz), 7.57 (2H, d, J = 8. 4 Hz), 7.62-7.78 
(4H, m), 7.94-8.19 (5H, a), 8.47 (1H, d, J = 2.2 Hz). 

196-198 *C (dec.) , WMdm : l»X^S?x^x-x;W 
3 

15 N- [2- [(2-;*3MM, 5-5? k h*P-lH-^5^V-)l/-l-i-;i/)y^;W-6-^ y 
Ux;W [1, l'-k*7xXJW-4-*;^>>75 H 



20 it^m^thTmzo 

'H-NMR (DMSO-dj) <5 : 2.20 (3H, s), 3. 36-3.96 (4H, m), 4.70 (2H, s), 




1 2 T#£ 2-(i?X^75 / * 3S>W-6-*y U >75 >fcJBl>T, 




Me 



7.34-7.56 (6H, m), 7.58-7.82 (3H, m), 7.91-8.26 (5H, m), 8.61 (1H, d, 
J = 2.2 Hz), 10.40 (1H, br). 
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FAB(pos): 421 [MH] + 

212-220 *C (dec. ) GBAfc&ft : ffi&^?M 

N- [2- [ (2- 7x^JK 5->> fc F D-1H-T 5 ^/-^-W /W * "6"* 

5 / Un;W [l. l«-lf7xr;W-4-*^*S/75 H 




10 'H-NMR (CDC1 3 ) 6 : 3.54 (2H, t, J = 9.8 Hz), 3.98 (2H, t, J = 9.8 Hz), 
4.59 (2H, s), 7.30-7.80 (15H, m), 8.01 (2H,' d, J = 8.0 Hz), 8.17 (1H, 
d, J = 8.4 Hz), 8.39 (1H, s), 8.55 (1H, d, J = 1.8 Hz). 
FAB(pos): 483 [MH]* 

JK£ : 212-216 "C (dec.) (^IlftM : BfHf^) 

15 nmms 

4'-7;i/^P-N-[2-[2-^5 1 JM,5-> 5 t K P-UK ^/-Jl'- W M * 

^ ;W . 6 _^y g - ;p] [i, i>-t*7x~jW-4-#Jl/#*~>75 F 

Me 

H 

7 t# 5 tifc 2- (0 d p * -6-^ y u -;V7 $ > 2 siisi 

'H-NMR (DMS0-d 6 )6 : 1.99(3H, s), 3.3(2H, bra), 3.5(2H, brm), 4.58(2H, 
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s), 7.3-7.5(3H, br n), 7.8-8.K9H, br m), 8.350H, br d), 8.56(1B, br 
s). 

HA: 240-242 ^ (dec.) <8IMb*tt : ffKx^W 
*S£#I 9 6 

4'-7;^P-N-[2-[2-7x-;M, 5-5? k Kd-lH-f s<yy-;n--r ;p] 

;WW-6-*/ u-;w [i,i'-tf7x-jW-4-*ji/#+$/75 H 



##M7Tt#e»nfe 2-(^DD^^;i/)-6-^y ux;kfs > 2am^ 
10 {tsmimm* t lt#&. 

'H-NMR (DMS0-d 6 )<5 :3.45(2H, t, I-lO.OHx), 3.82(2H, t, MO.OHz), 4.50 
(2H, s), 7. 31-7. 66 (8H, a), 7. 80-8. 15 (9H, n), 8.350H, d. J=8.8Hz), 
8.570H, d, J=2.2Hz). 

Ktt: 209-21013 (ttftflftft : mx?;iO 
15 HMM9 7 

/ U-;W-4'-7;^n- a, i'-tf7x-;w-4-^;^>'75 h 



7 t# snfc 2- (7 □ d * -6-*/ u 5 > 2 gB&efl 




F 




'H-NMR (DMSO-de) <5 : 3.22(2H, t, J=9.8Hz), 3.60(2H, t, J=9.8Hz), 3.75(2H, 
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s), 4.52(2H, s), 7.17-7.40(88. m), 7. 80-8. 14(9H, m), 8.250H, d, J=8.4Hz), 
8.54(1H, d, 1=1. 8Hz). 

m&: 200-202*0 (lil«:ltiXfJW 

h7>7>-2-(4-^OD7x-;W-N-[2-(I-tfnU^-;i/^5 1 ;W-6-^/ u . 



1 4^#^2-(4-^PD7x-;i/)-5-*;i'^i/-l,3-^^>&fflViT> 

'H-NMR (CDC1 3 ) 6 : 1.82(4H, m), 2.62(4H, m), 3.10 (1H, m), 3.94(2H, s), 
4.27 (2H, t like), 4.46(2H, dd like), 5.570H, s), 7. 35-7. 62 (7H, m), 
. 8.06(2H, t, J=12.6Hz), 8.290H, d, J=2.7Hz). 
15 ®& : 244-246*0 • 

4- (4-7 )V*U7x =.)[>) -N- [6- (1- M U U -2-* 7 ?7M -1 - 



#%#J 1 8 6- (1- tf O U -7- 1 7 ^ l/>-2-7 5 7 ^ 

'H-NMR. (DMS0-d 6 ) 6: 1.57 (2H, m), 1.69 (4H, id), 1.80 (2H, m), 2.45 (4H, 
m), 2.77 (1H, m), 2.90 (2H, id), 3.68 (2H, s), 4.32 (2H, id),' 7.13 (2H, 
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m), 7.34 (2H, m), 7.38 (1H, m), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
OH, d, J = 2. 1 Hz), 8.71 (1H, s). 
FAB(pos):: 432 [M+H] ♦ " 

Mk: 209-211 *C (^«^:ft^X^;k^V7*Plf;PX-x;W 
5 1 0 0 

4-(4-* h+->7x-;i/)-N-[6-(l-tfp W~ M-l-i-y? )V\-\- 



###1 1 8*C#& 6-(l-tfD U i>-)l*?M1ry9 U>-2-7$ >&mte 

io t< 8 fcratt©*f^*tT5ctfc«kD,. aaaifl3^tos«ifi»5feiL 

'H-NMR (CDC1,) <5: 1.70-1.95 (8H, n), 2.55 (4H, m), 2.70 (1H, m), 3.02 
(2H, a), 3.74 (2H, s), 3.80 (3H, s), 4.26 (2H, m), 6.56 (1H, s), 6.87 
(2H, d, J = 8.4 Hz), 7.15 (2H, d, J = 8. 8 Hz), 7.38 (2H, m), 7.69-7.76 
15 (3H, m), 7.92 (lH,'i). 
FAB(pos): 444 [M+H] ♦ 

Mti : 1 94-1 96 *C (£||fc#*K : lUfH-f 7 7p fcf^X-x ;W 
&Efefcl 1 0 1 

4- (4-7 p p 7 x x;u) -N-[6- (1- 1! P U ^x;M -2-^-7 ? JW -1-tf 

20 ^u^>*;p#+u-sh 



1 8T#£'6-(l-fc!P U V=.fr*?Mi-7* P 7-2-7 5 >£M> 
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'H-NMR (DMSO-cU 5: 1.65 OH, m), 1.68 (4H, m), 1.78 (2H, m), 2.43 (4H, 

m), 2.76 (1H, m), 2.88 (2H, m), 3.65 (2H, s), 4.30 (2H, i), 7.33 (5H, 

m), 7.57 (1H, m), 7.64-7. 74 (3H, m), 7.98(1H, d, J = 2.5 Hz), 8,69 (1H, 
s). 

5 FAB(pos): 432 [M+H] * 

®&: 209-211 -c (mmB;- m^)V-M yyntrji/x-T;w 

#«J10 2 . 
4-7 xxM- [6- 0-tfp U ?d)V* f-M -I- 




10 

###| 1 8 6- (1- tf P U i>~)V* ?)V) j-7?U >-2-7 5 > V» 

'H-NMR (DMS0-d 6 ) fi: 1.60 (2H, m), 1.70 (4H, m), 1.82 (2H, m), 2.46 (4H, 
15 in), 2.76 (1H, m), 2.91 (2H, m), 3.68 (2H, s), 4.32 (2H, m), 7.18-7.34 
(5H, m).-7.39 OH, m), 7.60 (1H, m), 7. 69-7.76 (3H, m), 8.00 (1H, d, J 
= 1.8 Hz), 8.71 (1H, s). 
FAB(pos): 41 4 [M+H] + 
'SUA: 193-195 *0 (fg&fc&ft : WBttt)V-*M 77°P tf^X-x^) 

20 mm 1 o 3 

4-* ?)V7 i-;h- [6- a- tf p u -7x;u* -2-t 7 x-;w -1 - tf 1 u 
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'H-NMR (DMSO-ds) 6: 1.55 (2H, m), 1.70 (4H, i), 1.80 (2H, m), 2.26 (3H, 



s), 2.46 (4H, i), 2.71 (1H, m), 2.90 (2H, m), 3.68 (2H, s), 4.31 (2H, 

5 m), 7.12 (4H, m), 7.39 (1H, i), 7.60 (1H, m), 7.66-7.76 (3H, m), 8.00 
(1H, d, J = 1.8 Hz), 8.70 (1H, s). 
FAB(pos): 428 [M+H] * 

: 210-212 t GfSJMtM : IMx^^-f V^D tf;kD-r;U) 
MMMl 0 4 

io 6- (4- 7MD7i x;0 -N- [6- (1 - tf ^ U vx;|, * -2-^- 7 - rr 



###1 1 5T#fc 6-(l-hXU y-;MfJWt7^l/>-2-7= 

15 ^iLTifc. 

'H-NMR (DMSO-d,): 1.41 (2H, m), 1.51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, 1=8.3 and 8.. 8Hz), 7.47 (1H, d, 1=8. 3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, m), 10.64 (1H, brs). 

20 ]RA : 218-219 t: (mmU : SfttX^l^-f y 7°D tTJkL-r JU) 
1 0 5 

6- (4-* h 3- ^ 7 x X)W -N- [6- (1 - tf^ U S>XJ1/* ^JW -2-^-7 5=-Jl/] - □ 
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'H-NMR (DMS0-d s ): 1.40 (2H, m), 1.51 (4H, m), 2.37 (4H, brs), 3. 57 (2H, 
5 s), 3.84 (3H, s), 7.09 (2H, d, J=8.3Hz), 7.46 (1H, d, J=8.1Hz), 7.73 (1H, 
s), 7.81 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.10 (1H, d, J=8.1Hz), 8.17 (2H, 
d, 1=8. 3Hz), 8.39 (1H, d, J=8.3Hz), 8.43 (1H, s), 9.2 (1H, brs). 
M& : 263-264 "C (Mmm : mx?Jlr- 9 M V 7*D Wl-fM 

mmm 1 o 6 • 

.0 6- (4-? p p 7 x~;V) -N- [6- (1- 1£ U V -)V * ^)V) 7 ^) W - 3 3=- 
>75 H , 



###!] 1 5T#fc 6-O-lMU 5?s;P^W) t7* l/>-2-75 

is Jatbxntc* 

•H-NMR (DMS0-d 6 ): 1.41 (2H, a), 1. 51 (4H, m), 2.36 (4H, brs), 3.56 (2H, 
s), 7.38 (2H, dd, J=8. 3 and 8. 8Hz), 7.47 (1H, d, J=8.3Hz), 7.73 (1H, s), 
7.83 (2H, m), 7.89 (1H, d, J=9.0Hz), 8.18 (1H, d, J=8.3Hz), 8.27 (2H, 
m), 8.44 (2H, m), 9.24 (1H, i), 10.64 (1H, brs). 
20 tt£ : 228-229 *C (ftRfl&ft : IH^-JthV) 

mmm 1 o i 

4- (4-7;i/* p 7 x-;W -N- [6- (i - tf ^ u -7 ^ -2-^7^;H -l - 
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'H-NMR (DMSO-dj): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, J=l 2.0Hz), 
5 2.34 (4H, brs), 2.77 (1H, m), 2.90 (2H, dd, J=12.0 and 12.2Hz), 3.52 (2H, 
s), 4.32 (2H, d, J=13.2Hz), 7.12 (2H, t, J=8.5Hz), 7.30 (1H, d, J=5.9Hz), 
7.32 (1H, d, J=5.6Hz), 7.38 (1H, d, J=8.3Hz), 7.62 (2H, m), 7.68 (IH, 
d, J=8.3Hz), 7.74 (1H, d, J=8.8Hz), 8.00 (1H, s), 8.71 (1H, brs). 
MA: 209-211 13 (fifAfttttt : Wm*?-)V-*M y^n^i-fjp) 

io mm 108 

4- (4-£ D D 7 x -N- [6- (1- ij -2-± 73^] -1- 1? 

voxo 




##001 5T#fc6-(l-tf^U^;i/^5 1 JW±7^»-2-75>^ffl^ 
T#fc. 

'H-NMR (DMS0-d 6 ): 1.39 (2H, m), 1.48-1.61 (6H, m), 1.81 (2H, m), 2.35 (4H, 
brs), 2.78 (1H, m), 2.90 (2H, dd, 1=11.5 and 12.7Hz), 3.52 (2H, s), 4.32 
(2H, d, J=l 3.7Hz), 7.30-7. 39 (5H, m), 7. 59-7.75 (4H, m), 8.01 (1H, s), 
20 8.71 (1H, brs). 

MA: 231-232 -C (ftSJMkgg : ffllXf^y^DWH-fJt') 
H»J 10 9 

4- (4-* 7 x ~ J W -N- [6- (1 - U *J-)V* » -2-* 7 ^ J|/] -1 - fcf 
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'H-NMR (DMS0-d a ): 1.40 (2H, m), 1.48-1.61 (6H, m), 1.80 (2H, d, 1=12. 4Hz), 
2.26 (3H, s), 2.34 (4H, brs). 2.71 (1H, m), 2.89 (2H, dd, 1=12.4 and 
11.5Hz), 3.52 (2H, s), 4.31 (2H, d, J=12.9Hz), 7.10-7.16 (4H, i), 7.38 
(1H, d, 1=8. 0Hz), 7.61 (2H, m), 7.68 (1H, d, J=8.5Hz), 7.74 (1H, d, 
J=8.8Hz), 8.00 (1H, s), 8.70 (1H, brs). 

®& : 227-228 *C (mm® : SH^^ V7*D WX-^)V) 

mmm 1 1 o 

4- (4-* P a 7 x-;i/) -N- [6- [ (>-X-2, 6-y * ?MM- tT^U S^W * ^ 
Jl/ ]-2-^-7^;W-l-tf^U^>*^^5 H 



Me 




'H-NMR (DMS0-d 6 ): 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, m), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, in), 
7.33 (4H, m), 7.43 (1H, m), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
8.68 (1H, brs).' 

M&\ 199-200 *C : ftll^ky-f V tf JH-r^W 

»01J 111 
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15 



20 
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N- [6- [ 6-^ tf 1 0 S? " ;W * ?)\,] -2-± 7 ^] bf ^ U 



v>-4-(4-/ h+5/7i=yW-l-*;P#'*tJ-5 H 

Me 




MeO 

###Jl 7T?fcfc 6-[(">X-2,*6-^^;H-i;^US?=;W^5 t ;P]^7^ 
^>-2-75>£^T, sefefl3 8&RHlloji^«ff9 2:&K:J:D, Mft 

'H-NMR (DMSO-dj): 0.98 (3H, s), 1.00 (3H, s), 1.27 (3H, m), 1.57 (3H, m), 
1.78 (2H, m), 2.69 (IE, m), 2.89 (2H, m), 3.72 (3H, s), 3.82 (2H, s), 
4.31 (2H, id), 6.86 (2H, d, J=8.5Hz), 7.18 (2H, d, J=8.5Hz), 7.43 OH, 
d, J=8.5Hz), 7.58 (1H, d, J=8.8Hz), 7.65 (1H, d, J=8.5Hz), 7.72 (2H, m), 
7.98 (1H, brs), 8.67 (1H, brs). 

m&i 170-171 *c (m<mm:mmx?)\,-*Mv7u\t:)\'X-T)],) 
mm 12 

N-[6-[(^-2, l-^fM-WiJ^jl^^-t^WW^U 

v f >-4-(4-7;^o7x-;W-i-^;^^ij-$ h 

Me 




'H-NMR (DMSO-d^: 0.98 (3H, s), 1.00 (3H, s), 1.28 (3H, b), 1.58 (3H, m), 
1.81 (2H, m), 2.78 (1H, m), 2.90 (2H, m), 3.82 (2H, s), 4.31 (2H, m), 
7.33 (4H, m), 7.43 (1H, id), 7.65 (1H, m), 7.72 (2H, m), 7.98 (1H, brs), 
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8.68 (lH,.brs). 

: -219-222 °C (t§Afc£ft : ffitl^H-f VTO fc^X-r^) 
HtKH 1 1 3 

6-(4-^DP7xx;W-N-[6-[(^7-2J-^^;Wl-^U> ? -;W^5 L 

5 M-i^jJ-M-uj-yr^Y 




10 'H-NMR (DMS0-d„): 0.99 (3H, s), 1.01 (3H, s). 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.52 (1H, d, J=8.3Hz), 7.61 (2H, d, J=8.3Hz), 7.79 (2H, 
d, 1=8. 5Hz), 7.87 (2H, m), 8.20 (1H, m), 8.24 (2H, d, J=8.5Hz), 8.42 (1H, 
brs), 8.46 (1H, dd, 1=2.2 and 8.3Hz), 9.25 (1H, d, 1=2. 0Hz), 10.63 (1H, 
brs). 

15 ft/ft : 229-230 *C (ttAftftg : SilfH'fy^lfM-fJI') 

N-[6-[^>7-2J-^^^;^-l-tr^u^-;^)^^;^]-2-^75 : •;^]-4 , -^ 

h^^[l,l'-k*7x-JH-4-*;i/^-y-S F 



MeO' 




mm 1 7t?#fc 6-[(^-2,6-e?^5 i ;i/-i-fc!^Ui?-;w^5 L ;i'3^7^ 
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20 



■H-NMR (DMSO-de): 0.99 (3H, s). 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.82 (3H, s), 3.85 (2H, s), 7.07 (2H, d, J=8.7Hz), 7.51 (1H, d, J=8.7Hz), 
7.73 (2H, d, J=8.5Hz), 7.82 (6H, m), 8. 08 (2H, d, J=8.3Hz), 8.42 (1H, 
brs), 10.41 OH, brs). 

: 199-200 "C (ffififljgig : W6X?-)V-*M V7n WH^) 

4' -Z D 0-N-t6-[(^X-2, 6-5?*^-l-lMU 5? ~ ;U) ;* ^JlO -2-^* 7 5=- 

.Me 




10 1 7 6-[($/*-2, ?~)V) *^)V\i~7$ 

'H-NMR (DMSO-dj): 0.99 (3H, s), 1.01 (3H, s), 1.29 (3H, m), 1.58 (3H, m), 
3.85 (2H, s), 7.51 (1H, d, J=8.3Hz), 7.57 (2H, d, J=8.5Hz), 7.82 (8H, 
15 m), 8.12 (2H, d, J=8.1Hz), 8.43 (1H, brs), 10.47 (1H, brs). 

Mtjft: 220-222 "C : SRx^l^^-fy^nWH-xJW 

mmm 1 1 6 

4'-^DP-N-[2-[[2-(3-b 0 U^-;W-l-kf^U^-;W^?;W-6-^ / y 
-;W El, l'-tf7x-;W-4-*;^^-b-$ h 




##0*J 8 T# £>*lfc 4" D D-N- [2-0 P D *^JW-6-* y U — 
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'H-NMR (DMS0-d 6 ) 6: 1. 63-1.75 (6H, m),.2.16 (1H, m), 2.87 (1H, m), 3.27 
(2H, m), 3.73 (2H, m), 7.40 (1H, m), 7.59 (3H, m), 7.82-8. 00 (7H, m), 
5 8.13 (2H, d, J = 8.4 Hz), 8.30 (1H, d,J = 8.4 Hz), 8.47-8. 54 (2H, m), 

8! 69 (IB,- s). . - 

FAB(pos): 533 [M+H] 4 

M: 124-126 X, (dec.) OSAfltt*: WMx^V-M V?U\Z)VX.- 

x;p) 
io mmm 1 1 7 

4' D P-N-[2-[[(2S)-2-(* K*'v*?;W HP U ^5P;W-6-* 
/ U [1, 1' -b'7i^W-4-*KW5 H 



###J 8 T:# e. nfc 4' d P-N- [2- (^ P P ^ 3\>W -6-* / U - 

15 m [i,r-t*7i-jw-4-)!jmt5 h^^t> 3 tmm®®& 

'H-NMR (DMS0-d 6 ) 5: 1.68 (3H, m), 1.95 (1H, m), 2.33 (1H, m), 2.84 (2H, 
m), 3.25-3.44 (5H, m), 3.64-3.71 (1H, m),' 4. 28-4. 35 (1H, m), 7.59 (3H, 
m), 7.82-8.08 (6H, m), 8.14 (2H, d, J = 8.4 Hz), 8.29 (1H, d, J = 8.4 
20 Hz), 8.53 (1H, s), 10.62 (1H, s). 
FAB(pos): 486 [M+H] * 

Bti : 172-174 X: m&m& : mtX?)V-*M V -fu \Z)VX-t)\>) 

gmm i i 8 

t er t-7*3MU (2S) -1- [ [6- [ [ (4' P P [1 , 1' - b*7 x ~)V\ -4-<1 )V) t> 

25 -;w 7 5 J ] -2-* y u -M * -2- tr o y s?>* v- h 
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##08 8 T?# 6 tifc 4' -7 p n-N- [2- (i?nn^f;i/) -6-* / U — 

5 'H-NMR (DMSO-dj) 5: 1.38 (9H, s), 1.80 (3H, m), 2.05 (1H, m), 2.92 (1H, 
id), 3.35 (2H, m), 3.82-4.17 (2H, m), 7.62 (3H, m), 7.82-8.08 (6H, m), 
8.14 (2H, d, J = 8.8 Hz), 8.30 (1H, d, J = 8.4 Hz), 8.53 (1H, s), 10.63 
(1H, s). 

FAB(pos): 542 [M+H] 4 
10 H£: 163-166 t: (ftftflftlE : WMJL?-)V-*M 77*0 fc^x— t)V) 

mmm 119 

4-(4-.S h*->7xx;|/)-!H6-[(2, 2, 6, 6-r h 5^^-1-tf^U >>x;W 
^ W -2-± 7 -1- tf ^ u -7 H 




15 ##091 9T#fc6-[(2,2,6,6-xh7^^;P-l-tr^iJv J -JW^?;H-2- 

'H-NMR (DMS0-d 6 ) <5: 1.00 (12H, s), 1.53-1.81 (10H. i), 2.71 (1H, m), 2.88 
(2H, m), 3. 72 (3H, s), 3.90 (2H, s),. 4.30 (2H, m), 6.86 (2H, d, J = 8. 8 
20 Hz), T. 18 (2H, d, J = 8.8 Hz), 7.52-7.79 (5H, a), 7.97 (1H, s), 8.66 (1H, 
s). 
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x 

10 



15 



FAB(pos): 514CM+H] * 

H£ : 1 64-1 66 K> (ft J&fc&tt : V 7°a fcWX-rJW 

1 2 0 

4' h*v-N-[6-[(2, 2, 6, 6-r h^WM-li^U v-JW ^W-2- 
*7?M [1. l'-t*7x-;i/]-4-*;l/^tJ-5 h* 



##03 1 9 6- [ (2, 2, 6, 6-x h 7 * - U i?-)V) * -2- 

'H-NMR (DMSO-dj) 5 : 1.01 (12H, s), 1.55 (6H, a), 3.82 (3H, s), 3.93 (2H, 
s), 7.06 (2H, d, J = 9.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.71-7.87 (8H, 
m), 8.08 (2H, d, J = 8.4 Hz), 8.41 (1H, s), 10.40 (1H, s). 
FAB(pos): 507 [M+H] * 

MM,: 212-214 *C O&AftJftlK : mk^)V-"M V^nm-T;W 
WJ12 1 

4' -7;^0-N-[6-[(2, 2, 6, 6-r 1> ^^M-fcf^U *^)^fJW-2- 

t7WW [l. r-H7xx;W-4-#;i^*l*3 H 



###11 9T*#fc 6-[(2, 2, 6, e-xh^^^M-tr^U^XJW^^W^- 
'H-NMR (DMS0-d 6 ) 5: 1.01 (12H, s), 1.54 (6H, a). 3.93 (2H, s), 7.35 (2H, 
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in), 7.74-7.87 (8H, m), 8.11 (2H,' d. J = 8.4 Hz), 8.41 (1H, s), 10.43 (1H, 
s). 

FAB(pos): 495 [M+H] 4 

HA: 238-241 <C (SSHflM : H^x^-v-f V7u\Z)\,x.-t)\>) 

5 mmm 122 

4' -^whhhg, 2, 6, 6-x h^^p-i-tf^ y ^x;w u-M-i-t 
7 ?M [l , T - 1? 7 x x ; w -4-# 



##$| 1 9 6- [(2, 2, 6, 6-x h 7^^-1-tf^U 5>XJ» ^^;W-2- 

10 i-7$\y>7=L>*m^T. mmms 403) i^©^sfTacifc«fc 

'H-NMR (DMSO-de) 6: 1.01 (12H, s), 1.55 (6H, m), 2.37 (3H, s), 3.93 (2H, 
s), 7.32 (2H, d, J = 8.2 Hz), 7.57 (1H, d, J = 9.6 Hz), 7.66-7.87 (8H, 
m), 8.10 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.41 (1H, s). 
15 FABCpos): 491 [M+H] + 

HA : 235-237 t: (mmm : W&tx?j\r*M y 7n tf;Px-x ;W 
HJSM12 3 

4' D D-N-[6-[(2, 2, 6, 6~r h 5 JWM-IMU S?XJW ^^-2-^ 

75 i ;WCi,l , -lf7xx;W-4-*;^it$H 



1 9 T#fc 6-[(2, 2, 6, 6-t h 7*^;M-tM'J S>x;M *?)V\-l- 



Me 





Me 



20 
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0, Mfc^fc*fi»*£bTfcfc. • 

'H-NMR (DMSO-de) 6: 1.01 (12H, s), 1.54 (6H, m), 3.93 (2H, s), 7.57 (3H, 
in), 7.74-7.89 (8H, m), 8.12 (2H, d, J = 8.6 Hz), 8.41 (1H, s), 10.45 (1H, 
s). 

5 FAB(pos): 511 [M+H] 4 

Rftjft: 244-246 C : IHfiW^ 770 tf^X— x^) 

12 4 

4'-* D D -N- [6- [ (iM V 7°U K )\>7 5. J ) * ?)V] ?M W, 1 ' - M 



10 




cr 

2 0 T*%t>tltc N- [6- [ (5M 77°0 b!jU7 5 7) -2-:*-7 
;W-2-fcb*n^>-2-*^Jl'7°PA>75 K^fflV^T, ^iSf06O2) tFKUi 

'H-NMR (DMSO-dt) 6 : 1.03 (12H, d, J = 6. 6 Hz), 3.01 (2H, m), 3.75 (2H, 
15 s), .7.52 (1H, d, J = 8.7 Hz), 7.57 (2H, d, J = 8.7 Hz), 7.76-7.89 (8H, 
i), 8.12 (2H, d, J = 8.4 Hz),- 8.43 (1H, s), 10.47 (1H, s). 
FAMpos): 471 [M+H] + . 

MA : 246-250 x: (Mfc&tt : ffilif^y^n K^x-x;W 
1 2 5 

20 6-(l-t!nU3?-;M5 1 ;W-2-±79 t ;i/ 4-(4-^PD7xX;P)-l-tf^U 

~ N' 




cr 

##0»J2 2T#fe6-(l-lfDUv J x;i/^5 1 ;W-2-t7h-;i/ JbfkTk&m 
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'H-NMR (CDClj) 6: 1.68-1.83 (6H, m), 1.90-1.95 (2H, m), 2.55 (4H, m), 
2.74 (1H, m), 2.97-3.12 (2H, m), 3.77 (2H, s), 4.49 (2H, m), 7.17 (2H, 
m), 7.26-7.33 (3H, m), 7.49 (1H, id), 7.55 (1H, d, J = 2.4 Hz), 7.73- 
7.76 (2H, n), 7.81 (1H, d, J = 9.3 Hz). 
FAB(pos): 449 [M+H] * 

MA : 121-123 n (®M,4mm : BKx^l^-f y 7°n tf;>x-x;W 
12 6 

6-(l-tfnU^n;M5 1 ;W-2-^75 1 ;i/ 4-(4-* h^>-7xx;w-i-hf^ 



15 *£LT#fc. ■ 

'H-NMR (DMS0-d 6 ) 6: 1.71-1.80 (8H, m), 2.50 (4H, m), 2.75 (1H, m), 
2.99-3.15 (2H, m), 3.72 (5H, s-like), 4.14-4.32 (2H, m), 6.88 (2H, m), 
7.20-7.33 (3H, m), 7.50 (1H, m), 7.65 (1H, s), 7. 82-7. 93 (3H, m). 
FAB(pos): 445 [M+H] + 

20 M: 127-129 "C (||{t:g« : ffitxS^SM y 7>D tMkr-x;!/) 
HHM12 7 

6-(i-£DUv-;M?s>w-2-:r-7:f;i/ 4-(4-^?;i/7x-;w-i-^u 
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'H-NMR (DMS0-d 6 ) 6: 1.72-2.00 (8H, m), 2.28 (3H, s), 2.51 (4H, m), 
5 2.68-3.15 (3H, m), 3.54 (2H, s), 4.30 (2H, m), 7.15-8.01 (10H, m). 
FAB(pos): 429 [M+H] + 

M£ : 238-240 "C HftM : BH^H-f V 7* D fc!;VX-^) 
»0J12 8 

6- (1- tf P U y^JW -2-^7^ 4- (4-7 ^ D 7 xX;M -1- If* 

io u-7>#;v#*~>i'-b 



##$| 2 2 t?#fc 6-(l-tfO u '7x;i/X5 1 ;W-2-^7 h-;p JWb**«tt 

15 'H-NMR (DMS0-d 6 ) 6: 1.73-1.91 (8H, m), 2.51 (4H, m), 2.71-3.15 (3H, m), 
3.76 (2H, s), 4.23 (2H, m), 7.15 (2H, m), 7.35 (3H, m), 7.52 (1H, m), 
7.66 (1H, in), 7.90 (3H, m). 
FAB(pos): 433 [M+H] 4 

MA: 106-108 *C GttAftiMK : tfSlx^-SM V7p KK-fW 
20 * W 12 9. 

6-(i-trpu^^;M^;w-2-^7^;v 4-7xn;wi-t!^u^>^;^ 



##01J 2 2 T?f*fc 6-(l-tf P U -7-;M^W-2-±7 h-^ 
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'H-NMR (DMSO-dj) .6: 1.69 (2H, id), 1.90 (4H, m), 2.00 (2H, m), 2.82 (1H, 
m), 3.12 (2H, m), 3.22 (4H, m), 4.21-4.49 (4H, m), 7.16-7.44 (5H, m), 
5 7.75 (3H, m), 7.93-8.12 (3H, m),. 10.69 (1H, br). 
FAB(pos): 415 [M+H]* 

Bfcjft : 213-215 "C : ftKx^P-SM V 7°P E/kE-^M 

HJSM 1 3 0 

M2->WM. 2, 3, 4-fF5t K [b] [1, 6] ±7?<J 5? >-8~f 

io ;w [l, l'-lf 7xryW-4-*^*^5 H 



###1 2 3 rmc 2-*?)V-l, 2, 3, 4-r h?k F [1, 63^7^ 

15 'H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.10 (2H, m), 3.71 (2H, 



M : 236-238 *C (^HflM : SflfjW^ V 7 D t^kc-r ;W 
1 3 1 

20 4' - 7 m P-N- (2-* , 2, 3, 4-x h 9 h K P * >V [b] [1, 6] 1"? 5 s - U 



#^0S 2 3 T#£ 2-*3MM, 2, 3, 4-fh7t H P^>»/Cb] [1, 6;l;^73 : - 
'J v>-8-75 >£fflWt> H5S#!!54©3) iWW»0»ff*ff5ctfc«J:t), 
26 «^i4|«tltifc. 




s), 7.53 (3H, in), 7.78 (2H, d, J = 8.4 Hz), 7.83 (3H, m), 8.00 (2H, m), 
8.12 (2H, d, J = 8.4 Hz), 8.47 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 
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'H-NMR (DMS0-d { ) 6: 2.42 (3H, s), 2.80 (2H, n). 3.10 (2H, m), 3.71 (2H, 
s), 7.36 (2H, i), 7.88 (5H, m), 7.99 (2H, in), 8.11 (2H,. d, J = 8.4 Hz), 
8.46 (1H, d, J = 2.2 Hz), 10.56 (1H, s). 

jgjft : 230-232 <C (HAfc&K : mtttV-iW V 7a KJH-f^) 
5 &H50U3 2 

. 4! -i? O D-H-(2^?;H, 2, 3,4-7 h 7 1 HO^^^M [1, 6] t7f U 
>-B-j)V) [1. l'-t*7x-;i/]-4-*J^^ir5 F 



2 3 2-j*^;H, 2, 3, 4-7h5t F D^>Y*[b] [1, 6] 
io U^>-8-7$>£JB^T, M0iJ54©3) fcm«0i*fp*fr3 Hfcfc*?), 

'H-NMR (DMS0-d 6 ) 6: 2.42 (3H, s), 2.80 (2H, m), 3.07 (2H, m), 3.71 (2H, 
s), 7.58 (2H, d, J = 8.4 Hz), 7.80-7.99 (7H, m), 8.12 (2H, d, J = 8.4 
Hz), 8.46 (1H, d, J = 2.0 Hz), 10.57 (1H, s). 

15 ma: 238-240 =0 (mmm:mmz?)v-*Mv7u\z)vx-T)v) 

H»13 3 

N- [2- [ { S M V 7a M)W 5 / ) * -6-^r / U -M [1 , 1 ' - x ~ 



i o T*#fc n- [2- [ (5M v 7a t!;i/7 s / ) * -6-+ y u 

'H-NMR (DMS0-d 6 ) 5: 1.03 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.43-7. 56 (3H, m), 7.69 (1H, d, J = 8.4 Hz), 7.67-8.05 (6H, m), 8.12 




Me 
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(2H, d, J = 8.4 Hz), 8.26 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J = 2.2 Hz), 
10.58 (1H, s). 
FABfoos) 438[M+H] + 

MA : 208-209 *C (mmU : Mx^-iM V 7°D E)Vx-^)l) 

N- [2- [ (*M v y o M)W $;)^ -6-* J U -;w -4' h * >- 
[l, r-t*7xnjW-4-^;i/^if$ K 




m 1 0 N- [2- [ ($M y tf^7 5 7 ) * W -6-+ 7 »j n; W 
10 7-feh75H*fflV>T, «#I6©2) i^Ogl^ff 5 ^tfc«fc 0, g 

'H-NMR (DMS0-d 5 ) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.82 (3H, 
s),' 3.85. (2H, s), 7.07 (2H, d, J = 9.2 Hz), 7.72 (3H, m), 7.82 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.08 (2H, d, J = 8.8 Hz), 8.25 (1H, d, J = 
15 8.4 Hz), 8.50 (1H, s), 10.55 (1H, s). 
FAB(pos) 468[M+H] + 

Wl& : 223-225 t: ffi&imm : WStX^V-Vj V ?n )V) 
MMM 13 5 

N- [2- [ (*M V 7*0 5 J ) ;* 9\fl,] -6-^ y ij -4' -7W D 

20 [i,r-e7x~;i/]-4-*;i/#^5 H 




##^J 1 0 T#7c N- [2- [ i, : M V 7°P \i)V7 -6-+ yiJzjW 
7-th75h^ffl^T> «f!l602) t^O^^ff^CilCkO, * 
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'H-NMR (DMSO-de) 6: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, m), 3.86 (2H, 
s), 7.35 (2H, m), 7.69 (1H, d, J = 8.4 Hz), 7.80-7.88 (4H, m), 7.96 (2H, 
m), 8.11 (2H, d, I = 8.4 Hz), 8.25 (1H, d, J = 8.4 Hz), 8.51 (1H, d, J 
5 = 2.2 Hz), 10.58 (1H, s). 
- FABCpos) 456[M+H]+ 

M: 207-209 "C (mitm : WlfH'f V 7n t^X-^W 
fWU3 6 

N _ [2 - [ &j y y D &V7 5 y ) * -6-* / U X>W -4' ^ [1 , 1 ' - 
10 f7x^l/]-4-^)^+f5 H 




mm i o T'&tc n- [2- [ (?<t v 7 □ tr;P7 s / > * w -6-+ / u x; w 

7-feh7SK^V>T, «f!l6©2) t|^tt©SlfPSff , 5C-fct«kt), ft 

15 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 2.37 (3H, s), 3.02 (2H, 
m), 3.85 (2H, s), 7.32 (2H, d, I = 8.2 Hz), 7.69 (3H, m), 7.84 (2H, d, 
J = 8.4 Hz), 7.96 (2H, m), 8.10 (2H, d, J = 8.2 Hz), 8.25 (1H, d, J = 
8.8 Hz), 8.51 (1H, d, J = 2. 2 Hz), 10.56 (1H, s). 
FAB(pos) 452[M+H] + 

20 «£: 225-227 <C (*§H«& : IfflfcWWSM VfU t^X-x^) 

mmm 137 

N _ [ 2 - [ y y n t^7 5 ^ ) ;* 5P)H -6-* / U x;V] -6- (4-* x 
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Me 



. Me' 




Me 



i o T#fc n- E2- [ (i/w v 7°p tf;i/7 5 y ) ^ -6-^ / u 

5 'H-NMR (DMS0-d 6 ) 6: 1.02 (12H, d, J = 6.6 Hz), 2.39 (3H, s), 3.02 (2H, 
. m), 3.86 (2H, s), 7.36 (2H, d, J = 8.4 Hz), 7.70 (1H, d." J = 8. 4- Hz), 
7.97 (2H, m), 8.13 (3H, m), 8.27 (1H, d, J = 8. 4 Hz), 8.42 (1H, i), 8.50 
(lH," d, J = 2.4 Hz), 9.22 (1H, d, J = 2.4 Hz), 10.70 (1H, s). 
FAB(pos) 453[M+H] + 
io Mti: 211-213*0 (^S«:Blif^^yyDifjH-^) 

mmm 1 3 8 

6-(HDD7i n;W -N- [2- [ {*M V 7°u ¥)V7$J)* ?M -6-* / U 



15 *#0|i 0T#fcN-[2-[(^y^nt!ji/75y)^^;W-6-^y un;w • 
7-feh75H*fflVJT, *4»J6©2) tW«©J|frftff 5CfcKJ:D, « 

'H-NMR (DMS0-d 6 ) (5: 1.02 (12H, d, J = 6.6 Hz), 3.02 (2H, in), 3.86 (2H, 
s), 7.61 (2H, m), 7.70 (1H, d, J = 8. 1 Hz), 7.93 (2H, m), 8.23 (4H, m), • 
20 8.48 (2H, m), 9.25 (1H, m), 10.74 (1H, s). 
FAB(pos) 473[M+H] + 

H£ : 201-203 V : ffillf^^ V 7d fcWx-xW 

£ Jfetil 13 9 • 



Me 
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N- [2- [ (rM V 7° O t!^7 5 J ) ;* 5=-; W -6-* 7 U x;W -4- (4-* 3^7 x 

Me 

0 ^Y^N^Me 




##09 1 0 N- [2- [ (*M V 7* n tfJl/7 a / ) * -6-* / U XJM 
5 7irh75 K*ffiViT» ^!S0J5 4©2) fc*t8IM3 8 £HflM>*fls* 
JR*fx5 C til £ 0 , bT#fc. 
. 'H-NMR (DMS0-d 8 ) 5: 1.02 (12H, d, J = 6.9 Hz), 1.60-1.77 (4H, m), 2.26 
(3H, s), 2.85-3.03 (5H, m), 3.82 (2H, s), 4.43 (2H, m), 7.12 (4H, m), 
7.62 (1H, d, J = 8.4 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, 
10 J = 8.8 Hz), 8.81 (1H, s). 
FAB(pos) 459[M+H] + 

M: 184-186 "C : |»X^5?-f V7*P tf^X-r^) 

.• «0J14O 

4- (4-£ o D 7 xX;W -N- [2-[(5M V 7* O tf;i/7 5 > ) * -6-^ 7 U 
16 -;W-i-tf^U^>^;^^5 H. 




cr 

##0il 1 0 t#/c N- [2- [ (5M V 7° n tf^7 $ 7 ) * -6-* / U -M 
7±b75. FfcfflUT, $;6g0J5 4© 2) *i^ll«^3 8 

20 'H-NMR (DMS0-d 6 ) 6: 1.01 (12H, d, J = 6.3 Hz), 1.59 (2H, m), 1.81 (2H, 
s), 2.78-3.00 (5H, m), 3.82 (2H, s), 4.32 (2H, m). 7.32 (4H, m), 7.62 
(1H, d, J = 8.1 Hz), 7.79 (2H, s-like), 8.05 (1H, s), 8.12 (1H, d, J = 
9.0 Hz), 8.81 (1H, s). 
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FAB(pos) 479[M+H] + 

HA : 201-203 -C (^UrtM : Ml^SM 77°P b'^X-x^) 
SUI«14 1 

5-[(4-7"Dt ^>vJl/)*^7]-2-(l-tf □ U ^XJM^W-lH-'f > 

5 ;i/ 

H 
N 




Br A/ O 

—%r-l-4M*9 J—ft (lOOmg, 0.301mmol) £MJx9 t ;P75> (0.050ml, 
0. 361mmol) ©xh7kKP77> (3ml) »ttfcO'CT^^>X^xj^n 
10 U H (0.0256ml, 0.331mmol) Sin*., 15#|BHt#L&. EJfcttfclfPU5?> 

(o.3mi) &jpa, lwim i ajaotftipA^i^n-er^Tr 

# StifcM£7;i/$ ±* 5££ pt 7^f - CMft&;ttttx^;» 
(1.8mg) 

'H-NMR (CDClj) 6: 1.83 (4H, m), 2.62 (4H, m), 3.80 (2H, s), 5.04 (2H, 
s), 6.27 (1H, s), 6.85 (1H, dd, J = 2.4, 8.4 Hz), 7.05 (1H, d, J = 2.4 
Hz), 7.19 (1H, d, J = 8.4 Hz), 7.33 (2H, d, J = 8.6 Hz), 7.49 (2H, d, 
20 J = 8.6 Hz), 8.95 (1H, s). 
»J14 2 

6- 7 x XJWN- [6- (1 - £ P U S?XJM -2-^- 7 3VM x n ? > 7 5 H 




1 8 6-(l-t°P U vx;M^;W ±7^ b>-2-75 >£fflV> 

25 T, »5403) iW*©ilff*ff'3J:i:K:±lJ» »fc£4&*&fitfr 
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'H-NMR (DMS0-d 6 ) 6: 1.73 (4H, a), 2.50 (4H, m), 3.75 (2H, s), 7.47-7.59 
(4H, in), 7.77-7.92 (4H, m), 8.20 (3H, m), 8.44 (2H, m), 9.25 (1H, m), 
10.63 (1H, s). 

5 M: 212-214 -C : WM2.T)l-i?<< V?U tf )VX-tM 

mmm 1 4 3 ... . .. 

6-(4-^b^>/7x-jw-N-[6-(i-t:nu> j -;i'^^;w-2-^75 l ;nn=i 

^>75 h* 



10 1 8T#£6-(l-t? nU.5?=;^^;W^7^^>-2-75>*fflVi 

'H-NMR (DMS0-d 6 ) 6 : 1.72 (4H, m), 2.50 (4H, m), 3.73 (2H, s), 3.85 (3H, 
s), 7.09 (2H, d, J = 9.0 Hz), 7.47 (1H, dd, J = 1.5, 8.4 Hz), 7.76-7.91 
15' (4H, m), 8.10 (1H, d, J = 8.4 Hz), 8.18 (2H, d, J = 9.0 Hz), 8.38-8.44 
(2H, i), 9.20 (1H, m), 10.59 (1H, s). 

tt£ : 261-263 *C (@Aft»ft : IfflfcX^WSM VT'D EJPX-if 
%mm 14 4 

6-(4-7Mn7x=JW+[6-(l-lin U 5?x;ioWW-2-*7^JM:=.3 
20 ^>75 H 



##08 1 8T#£ 6-O-tfD U -7XJl/^5 1 ;W^7^P>-2-7'S >£fflV> 
T% H»5 4©3) fcH«O»ffftff2»JltK:J:0. 
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'H-NMR (DMSO-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, m), 3.72 (2H, s), 7.41 (2H, 
m), 7.48 (1H, d, J = 9.6 Hz), 7.76-7.91 (4H, m), 8.18 (1H, d, J = 8.4 
Hz), 8.28 (2H, i), 8.45 (2H, m), 9.24 (1H, d, J = 2.4 Hz), 10.63 (1H, 
s). . 
5 M: 238-240 r (ttAfc&tt : Wm^)V-M V7°U ¥)\,JL-y-)V) 

mmm 145 

6- (4-* 7 x - M -N- [6- (l-tf n y 5? - ;m -2-±75 1 ;W - p 




10 &%Ml8T!mc6-(\-Vuvy-)V*rMi-7*U>-2-7$>*mte 

'H-NMR (DMSO-d,) 6 : 1.71 (4H, m). .2.39 (3H, s), 2.47 (4H, m), 3.71 (2H, 
s), 7.35 (2H, d, J = ,7. 8 Hz), 7.45 (1H, dd, J = 1.8, 8.4 Hz), 7.74-7.89 
15 (4H, m),. 8.12 (3H, m), 8.44 (2H, m), 9.23 (1H, m), 10.62 (1H, br). 
j»£ : 260-262 V G££H«$ : MM^^M V 7°U WVJL-tJV) 

mmrn 1 4 6 

6- (4-? P P 7 x ~ )V) -N- [6- (1 - \Z P "J v - )M f-M -l-f 7 3\> W =LU? 
>75 H 




###J 1 8 6- (1- tf P U 5? ~ )V* 9)V) ±7$V y-l-7 $ > 
'H-NMR (DMS0-d 6 ) 6: 1.71 (4H, m), 2.47 (4H, i), 3.71 (2H, s), 7.47 (1H, 



1 
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dd, J = 1.8, 8.4Hz), 7.61 (2H, d, J = 8.4 Hz). 7. 76-7, 88. (4H, m), 8.23 
(3H, m), 8.45 (2H, m), 9.24 (1H, d, J = 1.5 Hz), 10.68 (1H, br). 
®&: 270-274 V : IHWWVyo feT/PX-T^) 



5 muni 

(1) MMM 1 5 0 mg 

(2) ^h-* 34ffl S' 

(3) rWaaHW 10.6mg 

(4) h^7tD3« (©!)#) 5mg 

10 " (5) Xx7U >$r?^>££ 0. 4 mg 



(6) jbJl/#^->^^;i/-bJl-a-X^^'>^A 2 0mg 

1 2 0 mg ' 

«£^±f3 (1) ~ (6) «B£U ISBHiftffi^TfrirrsililCj: 

15 

##0)J 1-1 7»; hKft*cDHAftfflVifcPCRtfeCJ;55y h SLC-1 S«# 
cDNA ©AMR 

9y MBS* poly (A) + RNA (:7D->ry ?*±) fcfcSiU 7>#k7 
74V-&mKX&&&RJ&&ft i^CTTO^ 7 RNAPCRver. 
20 2 *y f©iitlMbfc 0 *!CC03S!»4J»»«l«Htl/TfflV>, 8B#I# 
ifej;r)C2©^DNAy7^'7-^ffl^TPCR^<fc?)ii^Srfi : ^ofe. 

^DNA^^^T-^w^et'a^^^^^®^^^^^ 1 ^^ 

*OR!C31€rP © 5' fflfcflSIBS* Sal I ©K»-tS££E 
WttinStl, £fc 3' JgHMIBV* Spe I ©&srr&&«&»tfin£ft* 

S»Ofiri6tt,cWtt«ffl5 » K^DNA-^^T«-#0.4 M,0. 25 mM dNTPs, 
pf u (Xh7^ 3?- >tt) DNA # U * 7— 0. 5 Ml fc«ktf»*fctf «©/* f 

7 7-T> «SJS*«B0 m l tbtco i|ig©fc©©lK#;w*lt-TJW 

(A«-^>XJl/-7-*t) £fflV>> '94^ • 60 #©»©$* 94*C • 60 ft 
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6(TC • 30 g\ 72-C • 150 #©1H 35 HIIDSU ft&fc 72"CT 10 

##081—2 mm®??******-^®*'?** 2 --****** 

5 if A cDNA *£©iMHeW0*«K: «t SUM cDNA £99 ©ftB 

i - 1 Tff feo & pcr '&<Dmmm 0. 8 p«7^-^y 
y-JMSBK 7x/-A^oo*;«, x*y-;OT8£frfcoTDNA 

fcEHRl/fc. PCR-Script™AmpSK(+)£P-x>£>>y I s (Xh7^^->ft) 
10 (Dm%\zm\ ®WViZMh&77*$ K^^-pCR-Script Amp SKC)^ 
y-7#u-~>ifVtc. Htl^Xi/x Ut7 3>J ( Escherichia col i) XL-1 
Blue (7b7^^» H«AbTW«bm cDRAjfX»fHrft»^f 
o->^7>tf^U>*J:^X-gal fc^U*JIK*rtMnf»RU SfiSM 
•f^^D-^OfrftWIl/fe^SliRftffl^T^HiU J&SHBlfcftE. coli 
15 XL-1 Blue/7 y> SLC-1 «Mr©*n->fc7>lf5'U>fc£trLB* 
®r-m%mU QIAprep8 mini prep (*7$*>4fc> S/BUT^yU F DNA 
£H«bfc." W«l/fcDNAO-ffi*fflV4TiWIB»*Sal I$3«fctf Spe I fc«k 

I3?iJ©&^©fc«6©£/&teDyeDeoxy Terminator Cycle Sequence Kit 

SLC-1 9yn$% (IB#I##: 3) K"t* cDNAE^iJ (Lakaye, B. et al. 
Biochim. Biophys. Acta, Vol. 1401, pp. 216-220 (1998), accession No. 
AF08650) ©5' «fc Sal I RNSfttfttftU 3' fijfc Spe I 

25 ufc3te?E2?yt-H8rr52:t*aBbfc (ea»*: 4) . 

#%0J 1-3 7f h SLC-1 CH0 $JJ&©f£fi 

1 - 2TlS«if&£*lfc5 y MB**© SLC-1 ©£ft75 y ££ 
flfta-FU 5' tit Sal lEW»#inU filfcSpe I MSfclE 
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• coli ©7P->£D Plasmid Midi Kit (*7^>tt) *fflVsT^5^3Hft 
IIU MHHSal Ifc«ktfSpe IT?«Wffl/T-f>U— 

5 »^tf^^T[ElijXbfeo H<M>-tf— hDNASSal I ££tfSpe I Ttttf 
. Lfc»ifflMM^7^-7°yXS H pAKKO-lllH (Hinuma, S. et al. 
Biochim. Biophys. Acta, Vol. 1-219, pp. 251-259 (1994)|B«©pAKK01. 11H 

-fy-v-a >*ffftv^ asas/a^as hpakko- slc-i **$bfc. 

10 pAKKO- SLC-1 -vmWSMkblt B. coli DH5( £%%%,Plasmid 
Midi Kit (*7$*>tt) SfflViTpAKKO- _SLC-l H DHA SWRUfc. 

£ft£CellPhect Transf ection Kit (7^5/* ^TJt'Tv^AM^r^ft) 
£JB«#©7p KpjMci^tcho mrmmzMXhtco 10 ms© dna 

ftU>»*;W^AfcOfttC«i*fcl/» 24l$IWfffc5 x 10 5 £fcfc):l x 10 6 
15 m<D CHO dhfrlBliaSftSLfc 10 cm •>t-l/CiJD^fc. 10%7->BM?f 
£^tfMEM aWtrl 0f«lfci, »ftU SR««l7ffeS 10%»7 

* SLC-1 5ffiHCBD»IBTf*««Wfi»»IftO=lP=-56 & B.*->*M$lVtc. 

£&yy h SLC-1 l/ir7*-aeKmRNA©^ft©S;v>CH0/ 

20 SLC-1 

###J 1 - 3 -ffWiSnfc CHO/ SLC-1 & 56 7 P->©£'ft7 V h SLC-1 
V"fe7*£— £61? mRNA ©fg?!4£ Cytostar T Plate (T^v't A7 7JK'> 

CHO/ SLC-1 $©#7P->£ Cytostar T Plate ©& well £2.5 x 10 4 i@T 
25 oJMH/T24WMB«ltbfc«, 10%#;i/?U >Ci?TlM0!ltL & 
well tO. 25% TritonX-100ft»llIl/TJWft©3«itt**tffc«» "S 
LfefiTO : 5 © riboprobe £}ra&T/Vf X$*&. 20 mg/ml © 

RNaseA££well HztoXXW&Q riboprobe ftiHftU^l/-h*J;<ft*L/ 
fcf£, ;W7U^Xbfc riboprobe ©TO?Stt^ Topcounter TiH£l>fc. 
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■ft^tt©KV^il^A5^*^V» 0 iDlWA58SJI©JftV» 3 7D->©"t>fr 
6» #fC7D-- >#*44*±fcJBtofc. 
##09 1-5 t h SLC-1 cDNA 7^7 5 h*©*H 
k M&iBffil** cDSA library (SUPERSCRIPT™ cDNA Library;GIBCOBRL ft) 
5 Genetrapper cDNA positive selection system (GIBCOBRL &) © V ~ .3.7 

MZftoT , 77~7 FI X>K77l^7-if£/8frvr,DNAlCnick£A*l 
fcl, i^i'JtJ n'J x*777lx7~ if ill Z>zt\z&r)s 
. 1 *IIk FMli* cDNA library SflWRLfc. 

Kolakowski Jr. £ (Kolakowski Jr., et al (1996) FEBS Lett. Vol. 398, 
10 pp. 253-258) ©ffiftfc£-3NTf£8LfcS3Wf.: 6 ©£j&fr'J =f7£ L^t 
^h* (accession No. 071092 © 1434-1451 fcffl^) ©3' biotin-14- 
dCTP £ Terminal Deoxynucleotidyl Transferase £^T#2lHU biot in -ft: 
^U^S^^HfcHfibfc. £fSH£©«, EJfclfclfflttTXaT.ll'fcfE ' 
•ofco 

15 1 #£fc hjfe3ftK&$ cDNA library 4|igS: 95"Cl? 1 »fi*l/fc& fc± 
T&fcU biotinfcfrUrf^M^FM ng SftlA., : 37CT? 1 «fW, ^# 
A-f 7* U 7W -if — > 3 >n y 7 7 -T/W 7 U ^ X We. 7 h 1/ 7 h 7 k* 
5?>lf— X&iP;t> MAGNA-SEP Magnetic Particle Separator (GIBCOBRL £fc) 
Sffl^T, biotinfb^U^^l/^HlCA-f 7*U^-f XL&l *«t hJ^ 

20 JEM* cDNA£MU. Kolakowski Jn £©?g£ (Kolakowski Jr., et al 
(1996) FEBS Lett. Vol. 398, pp. 253-258) fcS^TfPHl/fcBJB*^ : 
7©-&j£^U:?77M-? 1 r J (accession No. . U71092 <D 1011-1028 fcffig) 
50ng £ 7°:K T-fc LTTXa 7;HC^ TfBH$l£&/&U 2 *«7*5X 

25 1-6 Wbfck h SLC-1 cDNA fc^tJT^XS K©S£E7J©ftJg 

###J 1 - 5 T# 6 ftfc 7575 F£ ELECTR0MAX™DH1 0B ra Ce 1 1 s fcX U 7 
• hO#L— 5/a>ttT»Al/T»IWEaftl/fca, cDNAifA»fH*&J#07D- 
>£7>kv'U>&tfX-gal fc^tyLB^MtTS&U 

a-><Dfr&mwvtz'D£mfc~i!-o'Z)KTftmu wwmfoi. con. 
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DH10B/hSLC-l Sftfc.ffi*©* D->£7>k*~>U >%$ti LB 

*U QIA prep8 mini prep (*7y>tfc) ^fflV^T^X^ FDNASHtiSL 

fco :^IB?!!&£©fc#>©£J&te, DyeDeoxy Terminator Cycle Sequence Kit 

5 *0**, IB3Wt: 8SW#6nfc. ';iJ:fc#&tt& 

^S@3Wn-H-r575/^@2^J (®HW:-9) tt, Lakaye £©$g^ 
(Lakaye, B. et al. (1998) Biochem. Biophys. Acta, vol. 1401, pp. 216-220) 
fcfcHT, k h SLC-1 ©Eflte^tf k hSf&fi#DNAE?!l (accession 
number :Z86090) *ht\ZLT?y b SLC-1 fr&*8i3ttfcEfl£l/T}SJ&3 

io nw& t h sLc-i 7 s, y it e?9 t tts&ot* t) * mtmno £ 6 ic 69 & 

64 75 /K±»tlB^3 H>7?*« ATG j&tnRNA ±T#ft-f 3 Z.-t 

Escherichia coli DH10B/phSLClL8 £ I FO^i^N I BHfcSFffcbfc. 
##0|J 1-7 k M&jeK**cDHA *fflVifcPCRtfefcJ;* t h SLC-lcDNA© 
15 i€4p 

v-yy? y?mz& k> v n-->#tstifth b slc-i DNAEH*£tr 

/775F&iItU I5?>J#^: 1 O&Ztfl 1 ©^/MA^fT-t 
1B?IJ#*§ : 1 2^«k^l 3©^DNA^^V-^fflViTPCR^lC«k^iii|iI 
SWeftfrfcofc. W#©^SDNA^kh SLC-1 (S)t> &#©JteDN 
20 A£k h SLC-1 (L) ttiZLfco ^'m^7^^--tt3MM*fllfifcWR*n 

H^Sal I ©B»tS^B^##iD3tt» £fc3' ftttHRBWSpe 1. 

IS#*©B«E^*f*lnbfc. SLC-1 CS)Ji*©fi*iK©»Rtt» kh 
25 SLC-1 DNAE59fr&tr^^5 HMBIE K ^DNA 0. 4 

MM, 0.2 mM dNTPs> pfuDNAtfl) 0.5 m 1 fcJ:tfl>*fctt*©A«/ 

7 s^ft«5o m i tLtco »«©fc«)©D--f ^;1/»u--t;hj--t 

>x;l/7-ft) &fflV>, 94£ • 60 #©iPK&©& 94*C-60fJ\ 
57*0- 60 #, 72t> 150#©1H£;U*25ia*DSIU 72*C • 10^ 
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uubtco £fc. thsLc-uimmoRfommmt, t k slc-i dnaie 

WZt&yyZS. mm 5 n 1,-n^DNA l/fMY— # 0. 4 # M,0. 2 mM dNTPs, 
pfuDNA # >J * 5— fe? 0. 5 il 1 *«fctfBSlCf5fjRCD/ty 7 7-T, 

> T-tt) MX, • 60 g>©lnf»©& 94*C • 60 g\ 60*C • 60 g\ 72"C • 

3#©lH*;i/$ 25 BKDSU- 72"C • 10#fcffil,fc. 41 W«® 

J? A cDNA tf^OttSE9(i®ffRlCJ:«iMfi cDNA@B?!l©5tf§ 
##M 1-7 Tfrft o £ PCR ^©»g« 0.8% V&MMJti n-x? 

%®W.Ltc, PCR-Script™AmpSKC)£D-X>:>f*y h tt 
®m\Zft\,\ ®W.bf£mkZ77Z* K^*-pCR-Script Amp SKA'S 
tJ-T^P-X^Lfc. cnftX^x»Jk7 3«J (Escherichia coli ) DH5 
a competent cell (r--3-#-) CiALTWiLfct, cDNA#A®r 
tt&OZ P->*7>K5^y >£J;tf X-gal frMHB*35«*tT?»?U 

eft«sr*^n->o»ftiwrLfc'3*#ttftffinr»itu t h slc-i 

(S) ©^f?|ggi#IL con DH5 a/hSLC-1 (S) £ fc h SLC-1 (L) ©^fff£» L 
coHDH5 a/hSLC-l(L)£*§fc. M*©£P->£7>tf*>U >£3trLBJg*l!! 

lfe*fiF*U QIA prep8 mini prep (+7^>a) ftfflVsT7*7^5 H DNA 
ZmULtco M8Ufcm©Hff«fflfr>TraB*SaI I£,£tfSpe I fc«fc 

E8l©ft£©;fci6©EJ&ttDyeDe(Hy Terminator Cycle Sequence Kit (/t— 

fc. #s>ft££ p->©E3tt, t h slc-i mfcttmmt Lxmm* 

1 0*«ktf 1 l©&$DNA:/7<T-T^ii£ft3^DNAi2?)J (Em 
* : 1 4) * «ktf k h SLC-1 m&rF*mkb\sTmm% : 1 2££tf l 3 
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1-9 t h sLc-i (s) ftg cho ams*«t^k h slc-i (d mi cho mm 
5 i - 8 xwMimm^ntz t h slc-i (s) t, t h slc-i (l) &BX $ 

ftfc777vS KICip.T^a^ife^tlfcL coli ©7p->£!3 Plasmid 
Midi Kit (*7^7ft) fcfflWT^XS F«H«U WHS* Sal I *± 
Spe I >D— hfflft*® 0 fctt Lfc. -f h DNA (i«ft^c 

H©^ >U"*- h DNA £ Sal I^cktfSpe I l^mbttWlWWBSS^^^ ^ 
—7*775 HpAKKO-lllH (Hinuma, S. et al. Biochim. Biophys. Acta, Vol. 
1219, pp. 251-259 (1994)|Bic©pAKK01. 11H £^-©^7^-7^75 K) 
fcJH*.. T4^<y-7 (flit) ftfflViT5-fy-5/3>ftfffeV>, se^ 

15 3118757 $ F pAKKO-hSLC-1 (S) £ pAKKO-hSLC-1 (L) 

pAKKO-hSLC-1 (S) pAKKO-hSLC-1 CDT^WBftbft LcoH DH5 a ( h 
-3-*-) *«!tft» Plasmid Midi Kit (*7y>lfc) £JBV>TpAKKO- 
hSLC-1 (S) £ pAKKO-hSLC-1 (L) ©7^7 5 H DNA Lfc. £ft Cel lPhect 
Transfection Kit (7Tv'^A7 7;i' , 7v'7AM^r7tt) £fflV^#©7 

20 O to;HC#oT CHO dhfrlMSlCfcAbfc. 10 p. g©DNA SU >M^)P'y 

v&t<D#itt,mnmtu 2immm\z5 x io 5 £fc«i x iomh©chd dhir 

ttlillfclO ciS'fr-HcSHHlUfc. 10%7^MlftLtit££irMEM a 

MEM a#il!reSltl/fc. «R#«l4n!Ji«l/r<*fc h SLC- 
25 1 (S) 3tfi^»A CH0«l?*S^M^m«©3D--56 7 D->*«fctf» 
t h SLC-1 (L) CHO WC$«^ffi3ftmilfl!©3 £ D- 

1-10 h h SLC-1 <S) & Jctfk h SLC-1 (L) mRNA ©$851*©* V^Jt 
GrP*AJ|ll61*©MR 
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mm 1 - 9 T'®&Zntc CHO/hSLC-1 (S)«c 56 £ D->£ efctf CHO/hSLC- 
1(L) $61 £D->©mRNA©fg51ft£ CytostarT Plate (77->tA7 7;i/ 

l^fcc CHO/hSLC-l(S)#££tf CHO/hSLC-l(L) W®&& D->£ Cytostar T 
5 Plate ©#well 2. 5 x lOWojftfibT 24ftmtt£l,fcft, 10**;Ut 
U>fcJ:?T»IM:H£bfc. #well-fc0.25X TritonX-100 £«JnLT»l 
»OMttft*Wfc«, 35 S 7^lfcSJ!l#f : 1 6© riboprobe Sj&D&T 
A^'J^X^fc, 20 ng/ml ©RNaseA£#well {CSnATlUCD 
riboprobe f^bb, ^hf^KiSIt^ M^J^XLft 
10 riboprobe ©»««HtSTopcoiinter"caiSbfc. &#SftOSV«imRNA 
^ft^iUVJ. mRNA#g^fi©j^ 7 7 #IC^D->#^ 
57 ££teJBV>fc. 

-7 r«©$l£ 

1-10 t h SLC-l CHO itt7 D-> 57 ft 

01 1 - 4TH6n&5?; h SLC-l CH0«^ p-> 44 £fl^T, OT© 
DIIIi#£f$S!Lfc. 5 mM mkiX^V>V7^ >wmW) §»L 
&U>»l»£S*8zfC (pH 7.4) fcfcK iJi^y h SLC-l 5§gE CHO ffl 

IS(lxl0 8 f@)^ii$it-, Jt&bfc. *BIS©^l/y Mc* ; E^-h;ty7r 
-(10 mM NaHC03 , 5 iM EDTA, pH 7.5)£ 10 nl fltfL #0 hD >^^' 
< If-Sffl HT**^*- h Lfco 400 Xg T 1 5 #m>b L/Tf# Stlfe-hf* « 
$ &fc 100, OOOXgT 1 ttiHlft<&U,n^<D2tim»1lfc. 2 ml 

©7yfe'T;t«;77-[50 mM Tris-HCl (pH 7. 5), 1 mM BDTA, 0.1% BSA(7 
->Jfc?f7;t/7$», 10 mM MgC12, 100 mM NaCl, U M GDP (7*7/$/ > 5' 
-- U >K) , 0. 25 mMPMSF(7x-;M5^XJP*-^7;U;f 7< f?) , i mg / mI 
20mg/ml P-f^y^X lOmg/ml 7tX7^7$ r*>]fc« 
»U 100.000XgTl»IHBijfrlr&. tt»*ttTlllJRSnfeIttS^^tJC 
20 ml 07yt< As/77-fc:»»U -80' CTftSU ffiffl©« 
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\L V>W 96 H-?V-V\Z, 7vX4 /ty77~T?WRU& SLC-1 $85 CHO 
171 Ai 1 DMSO SlttlRLfc 3xlO" ,0 M MCH 2 jt 1, 

5 m^(Dmm\Z^Lmmit^Wm2 u U ££m 35 Sj-Guanosine5' -(r 
-thio) triphosphate(fc-fc**ft tfcSS) 25 # 1 Mtittbfcl 
JM&S^:20 /x g/il, [ 35 S]-Guanosine5 , -(T-thio)triphosphate$l?iS : 
0.33nM). 25 e C-ei0m jf #b ^777 

^ ;i/^-(GF-C)*fflViT!R3l5ai/, S6fc«aSMit (50mM Tris-HCl Mffi& 

io pH7.5) 300 a irzmm&bfc. if77,yj)V?-\z®.W*s>3-v~?>-* 

50mi sarau motzmmmfti'^u-'sa >*v>9-?m&Lk. 

»Lfc££©M£fl£ft)/ (mch *»jnl/fct*04S:»ffitt-D«so»«t*« 













l^tt (IC sn tt: nM) 




5 



-ffr&to (i) , (r) fcirteti&otfiwu ffinfcMCH^w^m^ffl 
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i. a 

/•••••. 

Ar — X— Ar— Y— N( 

i • R 2 .. ■•' ( 



5 [£<K Ar l tt«l**#bTV>Tt)J;ViS|!«a6€ ; 

X £ «fc Y tt W- * ttgfc o T±i!©/§C» 1 & H L 6 0* ^— y— £ ; 

r »t r 2 tmmzmm?tb\zmm*Gi 

15 2. R^«J:tXR 2 ^-Sfc}i^oT7jc^^Sfc««^»^LT^T 

fe et ^mtmm^ti>\ r 1 1 r 2 1 #»8rr «$»iK7 1 1> 

20 3. ^7r:>^S*^ ; E>fces-r§^a0«-^|^iJTfe-5it^lfB 
fs©29, 

4 . IE«0« • i&S0HT*S§fc#g 1 fBm©^Jo 

5. it 
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Ar 1 — X- — Ar — Y — N { ) (!') 

XHt CONR \ NR 8 CO (R 8 &zKHM?> AU^>it^nX^Xh C a _ 6 
7)V*)V, ADyXttftT^TfcJ:^ C ^sJlWV-jDVft-)^ Any 
5 Xt$nTV>Tfc£^ C 1 _ 6 7)V*)VZ)V*-)\<*7fit),W0 £fcteC0O £; 
Yte£$IM» 1 &Vib 6 U— * ; 

Ar \m^^vx^xh^M^w^,^m^ ; 

r 's&zfi 2 m-*tz\tm?x7mm? £tc\$w&&*^x^x'h& 

io ' x^x%^tmmmmm^x%^<, mtmmzgm^&^tf 

msmtz&MR?* Y&ztfkr tth\zmm^bx^x%^^ 

%m^Z%®^X^Xb&V\ fcfcU X^UONR (R«7K^II^^«C 
^,7)V^)V^t) X$>ZtZ. ArteADyX bFa^X C ,. 6 7)V 

is *)i%tctec 1 - 6 7)i3*i/ttn?fti%tcte2mbx^xh&w y 

>Xt£< ; X^KOOT^^tt, Ar H^fimS^tbTV^TfeckV^W* 
20 T&V>. ] TSSnSfl^f^fcte^©^ 

6. X^CONR^&M^O (R 8 }i7K^JI^ ADyXtSnWTfcJ; 
VU!_ 6 7JWK AoyXb^nTViT'foiViC^eTJWP-*^-^ 
;\utf>ikZftX^Xb&^l 1 - 6 7)V*)VZ)l*~)V*7*t) X&Q, R 1 
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£4 



9. Ar W r\U?>M=?'* ADy>ftSnTViTt>«fcViC 1 . 6 7;WP*J; 

10 *Mlft:V»L3«rixTWbJ:^7xr:^ tf7x-U;^fctt7x-;i/ 
— tf U 5?;PTf *S»*91 5 ffi«©fc#».. 

10. Ar 1 ^, S&g£#bTV>Tfe£V>C 6 _ 14 7U-;i/Tfi$£tn:^T 

11. X 1 # CONH * ft U COO X$> $ tff&3 5 lfflK©fc&4fc. 

is i2. Ar ^mzn%mGm&%mwflmm. 9 & v>l i 4 ©i&&#st5$£ 
1 3. Ar xm-znzmgmmm* i oi^#is^fiiiiT^ 

$N[$9561t©fc6tt. 

1 4. Ar U >S&tt^7^^>T»S«f 

20 *^5ffi«©^*.' 

1 5 . X 1 ^ CONR 8 £fc« NR 8 CO (R , tt*JMFP % AO^>ft£trO>T*> 

£v> c !_ 6 7;p^;k Aay>flj*nwTt»±v» c ,_ 6 7^+;p-*^fc 
jk ADy>{b$nTViT i l)j:ViC 1 _ 6 7;^;i/x;^-;i/^-r) t&o, 

25 16. Y-cwSftsifcoKfftifcvJbe©;^— »*— -0-, -s-. 
-co-, -so-, -so 2 -, -NR 8 - a*mm?* /\wf>{f&nx^ 
xh «fc k c x . 6 7;i/*;k a d a? v>t *> J: v> c j _ a 7;v* ;p- */p 

#-;k Apy>{b*tLWTt>«J:^ C l . e 7^*^JP*^ftjR-r) £<k 

w\a^>^nx^x%^2m<Dc 1 _,mmitmm^mi'in^i 
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17. Y^C^aTJ^V^T^IWKJiBiaRCflS^*. 

s 19. ^iM»*u>, tf^y-77, tr^7x Knys*>, 

2, 3-7t F D-tf 7 H-;k 1, 2, 3,4-r h 9 1 F U*J U 1, 2, 3, 4 

-xh^k Fn-f y*y u>"r*6«*ai 8iB*w>fc'&tt. 

2 0 . 5 |3«0^«*fc»*©**^*^Ttt*E«aWS«. 

10 2 1. »5fc3t 5 IBftO^ttoyo F 5 v 7\ 

2 2,4" -7 □ D-N-[6-[(N, ^-'J^)V75.J)^)V]-2-i-7^)V] [1,1'- 

4' -2 D P-N-[6-(l-tf D U "^/WM -2-^-7 [I, r-tf7x-;w- 
4-#/l/#*1J-5 F ; 

i5 4 , -7;i/^p-N-C2-(i-tfDU'7-;M5 ; ;0-6-^yu-;W[i,i , -bf7xr 

JH+*^S F ; 

4 , -7;^o-N-[2-(i-tf^u^;M5 i ;w-6-4 i yur;w[i > i , -h*7x- 

>]+*J«^S F ; 

4' -2 0 P-N- [2- [ <2-;WW. 5-7 1 F D-1H--T 5 ^7-;i/-M M * ^ 
20 ;W-6-*y UnjW [l. f-lf 7iz;W-4-AJ^^D-$ F ; 

i'-^no-N- [2- [(2,2, 6, 6-fh7^ tf ^ U V-M * ?)V] -6-* 7 
U -M [1, 1' -t'7x-;W-4-*Jl/^^5 F ; 

4- (4-^7 d a 7 x W -N- [2- a- tf u u -7 - ;M 3\>W -6-* / U -l - 1! 

25 N-[2-(i-tfa ij ~7njM?MI/)-6-*/ U~;W [l. i'-t*7x-jW-4-^;^ 
F ; 

6- (4-^^;v7 x-;w -N- [2- a- \t □ u 7-;v* -6-* y u -;w -p 

77$ F ; 

4- (4-* F * 7 7 x -N- [6- (1 - tf P U * 9\> W -2-;h 7 W -1 - tf 
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6- (4-^ h^i^7i -» -N- [6- (1- tf n u WW -2-^- 7 - 3 ? 

6- (4-* Wl> 7 x r M -N- [6 - (1 - tf D U >>- JM WW -2-:f- 7 WW - n ? > 
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SEQUENCE LISTING 
<110> Takeda Chemical Industries, Ltd. 
"<120> Melanin Concentrating Hormone Antagonist 
<130> 2723WO0P 
<150> IP 2000-134295 
<151> 2000-04-28 
<150> JP 2000-384897 
<151> 2000-12-13 
<160> 16 
<210> 1 
<211> 32 
<212> DNA' 

<213> Artificial Sequence 

<220> 

<223> 

<400> 1 

gtcgacatgg atctgcaaac ctcgttgctg tg 32 
<210> 2 
<211> 32 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 2 

actagttcag gtgcctttgc tttctgtcct ct 32 
<210> 3 
<211> 353 
<212> PRT 
<213> Rat 
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<400> 3 

Met Asp Leu Gin Thr Ser Leu Leu Ser Thr Gly Pro Asn Ala Ser Asn 
1 • 5 10 15 

He Ser Asp Gly Gin Asp Asn Leu Thr Leu Pro Gly Ser Pro Pro Arg 

20 25 30 

Thr Gly Ser Val Ser Tyr He Asn He He Met. Pro Ser Val Phe Gly 

35 . 40 45 

Thr He Cys Leu Leu Gly He Val Gly Asn Ser Thr Val He Phe Ala 

50 55 60 ■ 

Val Val Lys Lys Ser Lys Leu His Trp Cys Ser Asn Val Pro Asp He 
65 7 ° 75 80 

Phe He He Asn Leu Ser Val Val Asp Leu Leu Phe Leu Leu Gly Met 

85 90 95 

Pro Phe Met He His Gin Leu Met Gly Asn Gly Val Trp His Phe Gly 

•00 105 ' no 

Glu Thr Met Cys Thr Leu He Thr Ala Met Asp Ala Asn Ser GJn Phe 

115 120 125 

Thr Ser Thr Tyr lie Leu Thr Ala Met Thr He Asp Arg Tyr Leu Ala 
130 135 uo 

Thr Val His Pro He Ser Ser Thr Lys Phe Arg Lys Pro Ser Met Ala 
145 150- 155 160 

Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser Phe He Ser He Thr 

155 no ]75 

Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe Pro Gly Gly Ala Val 

180 185 190 

Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr Asp Leu Tyr Trp Phe 

195 200 205 

Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu Pro Phe Val Val He 
210 215 220 
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Thr Ala Ala Tyr Val Lys He Leu Gin Arg Met Thr Ser Ser Val Ala 
225 230 235 240 

Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thr Lys Arg Val Thr Arg 

245 250 255 

Thr Ala He Ala He Cys Leu Val Phe Phe Val Cys Trp Ala Pro Tyr 

260 265 270 

Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser Arg Pro Thr Leu Thr 

275 280 285 

Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu Gly Tyr Ala Asn Ser 

290 295 300 

Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys Glu Thr Phe Arg Lys 
305 310- 315 . 320 

Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin Gly Gin Leu Arg Thr 

325 330 335 

Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg Thr Glu Ser Lys Gly 
340 345 350 

Thr 

<210> 4 
<211> 1074 
<212> DNA 
<213> Rat 
<400> 4 

gtcgacatgg atctgcaaac ctcgttgctg tccactggcc ccaatgccag caacatctcc 60 
gatggccagg ataatctcac attgccgggg tcacctcctc gcacagggag tgtctcctac 120 
atcaacatca ttatgccttc cgtgtttggt accatctgtc tcctgggcat cgtgggaaac 180 
tccacggtca tctttgctgt ggtgaagaag tccaagctac actggtgcag caacgtcccc 240 
gacatcttca tcatcaacct ctctgtggtg gatctgctct tcctgctggg catgcctttc 300 
atgatccacc agctcatggg gaacggcgtc tggcactttg gggaaaccat gtgcaccctc 360 
atcacagcca tggacgccaa cagtcagttc actagcacct aoatcctgac tgccatgacc 420 
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attgaccgct acttggccac cgtccacccc atctcctcca ccaagttccg gaagccctcc 480 
atggccaccc tggtgatctg cctcctgtgg gcgctctcct tcatcagtat cacccctgtg 540 
tggctctacg ccaggctcat tcccttccca gggggtgctg tgggctgtgg catccgcctg 600 
ccaaacccgg acactgacct ctactggttc actctgtacc agtttttcct ggcctttgcc 660 
cttccgtttg tggtcattac cgccgcatac gtgaaaatac tacagcgcat gacgtcttcg 720 
gtggccccag cctcccaacg cagcat.ccgg cttcggacaa agagggtgac ccgcacggcc 780 
attgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct gcagctgacc 840 
cagctgtcca tcagccgccc gaccctcacg tttgtctact tgtacaacgc ggccatcagc 900 
ttgggctatg ctaacagcig cctgaacccc tttgtgtaca tagtgctctg tgagaccttt 960 

cgaaaacgct tggtgttgtc agtgaagcct gcagcccagg ggcagctccg cacggtcagc 1020 

aacgctcaga cagctgatga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 

<210> 5 

<211> 262 

<212> RNA 

<213> Rat 

<400> 5 

gcgaauuggg uaccgggccc ccccucgagg ucgacgguau cgauaagcuu gauaucgaau 60 
uccugcagcc cgggggaucc gcccacuagu ucaggugccu uugcuuucug uccucuccuc 120 
aucagcuguc ugagcpugc ugaccgugcg gagcugcccc ugggcugcag gcuucacuga 180 
caacaccaag cguuuucgaa aggucucaca gagcacuaug uacacaaagg gguucaggca 240 
gcuguuagca uagcccaagc ug 262 
<210> 6 
<211> 18 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 6 

caacagctgc ctcaaccc 18 
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<210> 7 










<211> 18 










<212> DNA 










<213> Artificial Sequence 






<220> 










<223> 










<400> 7 










cctggtgatc tgcctcct 


18 






<210> 8 










<211> 1275 










<212> DNA 










<213> Human 








<'400> 8 










taggtgatgt 


cagtgggagc 


catgaagaag 


ggagtgggga gggcagttgg gcttggaggc 


60 


ggcagcggct 


gccaggctac 


ggaggaagac 


ccccttccca actgcggggc ttgcgctccg 


120 


ggacaaggtg 


gcaggcgctg 


gaggctgccg 


cagcctgcgt gggtggaggg gagctcagct 


180 


cggttgtggg 


agcaggcgac 


cggcactggc 


tggatggacc tggaagcctc gctgctgccc 


240 


actggtccca 


acgccagcaa 


cacctctgat 


ggccccgata acctcacttc ggcaggatca 


300 


cctcctcgca 


cggggagcat 


ctcctacatc 


aacatcatca tgccttcggt gttcggcacc 


360 


atctgcctcc 


tgggcatcat 


cgggaactcc 


acggtcatct tcgcggtcgt gaagaagtcc 


420 


aagctgcact 


ggtgcaacaa 


cgtccccgac 


atcttcatca tcaacctctc .ggtagtagat 


480 


ctcctctttc 


tcctgggcat 


gcccttcatg 


atccaccagc tcatgggcaa tggggtgtgg 


540 


cactttgggg 


agaccatgtg 


caccctcatc 


acggccatgg atgccaatag tcagttcacc 


600 


agcacctaca 


tcctgaccgc 


catggccatt 


gaccgctacc tggccactgt ccaccccatc 


660 


tcttccacga 


agttccggaa 


gccctctgtg 


eccaccctgg tgatctgcct cctgtgggcc 


720 


ctctccttca 


tcagcatcac 


ccctgtgtgg 


ctgtatgcca gactcatccc cttcccagga 


780 


ggtgcagtgg 


gctgcggcat 


acgcctgccc 


aacccagaca ctgacctcta ctggttcacc 


840 


ctgtaccagt 


ttttcctggc 


ctttgccctg 


ccttttgtgg tcatcacagc cgcatacgtg 


900 


aggatcctgc 


agcgcatgac 


gtcctcagtg 


gcccccgcct cccagcgcag catccggctg 


960 
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cggacaaaga gggtgacccg cacagccatc gccatctgtc tggtcttctt tgtgtgctgg 1020 
gcaccctact a-tgtgctaca gctgacccag ttgtccatca gccgcccgac cctcaccttt 1080 
gtctacttat acaatgcggc catcagcttg ggctatgcca acagctgcct caaccccttt 1140 
gtgtacatcg tgctctgtga gacgttccgc aaacgcttgg lcctgtcggt gaagcctgca 1200 
gcccaggggc agcttcgcgc tgtcagcaac gctcagacgg ctgacgagga gaggacagaa 1260 
agcaaaggca cctga 1275 
<210> 9 
<211> 422 
<212> PRT 
<213> Human 
<400> 9 

MeT Ser Val Gly Ala MeT Lys Lys Gly Val Gly Arg Ala Val Gly Leu 
15 10 15 

Gly Gly Gly Ser Gly Cys Gin Ala Thr Glu Glu Asp Pro Leu Pro Asn 

20 25 30 

Cys Gly Ala Cys Ala Pro Gly Gin Gly Gly Arg Arg Trp Arg Leu Pro 

35 40 45 

Gin Pro Ala Trp Val Glu Gly Ser Ser Ala Arg Leu Trp Glu Gin Ala 

50 55 60 

Thr Gly Thr Gly Trp MeT Asp Leu Glu Ala Ser Leu Leu Pro Thr Gly 
65 70 75 80 

Pro Asn Ala Ser Asn Thr Ser Asp Gly Pro Asp Asn Leu Thr Ser Ala 

85 90 95 

Gly Ser Pro Pro Arg Thr Gly Ser He Ser Tyr He Asn He He MeT 

100 105 110 

Pro Ser Val Phe Gly Thr He Cys Leu Leu Gly He lie Gly Asn Ser 

115 120 125 

Thr Val He Phe Ala Val Val Lys Lys Ser Lys Leu His Trp Cys Asn 
130 135 140 
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Asn Val Pro Asp He Phe He He Asn Leu Ser Val Val Asp Leu Leu 
145 150 155 160 

Phe Leu Leu Gly MeT Pro Phe MeT He His Gin Leu MeT Gly Asn Gly 

165 170 175 

Val Trp His Phe Gly Glu Thr MeT Cys Thr Leu He Thr Ala MeT Asp 

180 185 190 

Ala Asn Ser Gin Phe Thr Ser Thr Tyr lie Leu Thr Ala MeT Ala He - 

195 200 205. 

Asp Arg Tyr Leu Ala Thr Val His Pro He Ser Ser Thr Lys Phe Arg 

210 215 220 

Lys Pro Ser Val Ala Thr Leu Val He Cys Leu Leu Trp Ala Leu Ser 
225 230 235 240 

Phe He Ser He Thr Pro Val Trp Leu Tyr Ala Arg Leu He Pro Phe 

245 250 255 

Pro Gly Gly Ala Val Gly Cys Gly He Arg Leu Pro Asn Pro Asp Thr 

260 265 270 

Asp Leu tyr Trp Phe Thr Leu Tyr Gin Phe Phe Leu Ala Phe Ala Leu 

275 280 285 

Pro Phe Val Val He Thr Ala Ala Tyr Val Arg He Leu Gin Arg MeT 

290 295 300 

Thr Ser Ser Val Ala Pro Ala Ser Gin Arg Ser He Arg Leu Arg Thf 
305 310 315 320 

Lys Arg Val Thr Arg Thr Ala He Ala He Cys Leu Val Phe Phe Val 

325 330 335 

Cys Trp Ala Pro Tyr Tyr Val Leu Gin Leu Thr Gin Leu Ser He Ser 

340 345 350 

Arg Pro Thr Leu Thr Phe Val Tyr Leu Tyr Asn Ala Ala He Ser Leu 

355 360 365 

Gly Tyr Ala Asn Ser Cys Leu Asn Pro Phe Val Tyr He Val Leu Cys 



W ° 01/82925 PCT/JPOl/036,4 

8/11 

370 375 380 

Glu Thr Phe Arg Lys Arg Leu Val Leu Ser Val Lys Pro Ala Ala Gin 
385 390 395 400 

Gly Gin Leu Arg Ala Val Ser Asn Ala Gin Thr Ala Asp Glu Glu Arg 

405 410 415 

Thr Glu Ser Lys Gly Thr 
420 

<210> 10 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 10 

gtcgacatgg acctggaagc ctcgctgctg c 31 
<210> 11 
<211> 31 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 11 

actagttcag gtgcctttgc tttctgtcct c 31 
<210> 12 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 
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<400> 12 

agtcgacatg tcagtgggag ccatgaagaa ggg 33 
<210> 13 
<211> 33 
<212> DNA 

<213> Artificial Sequence 

<220> 

<223> 

<400> 13 

aactagttca ggtgcctttg ctttctgtcc tct 33 

<210> 14 

<211> 1074 

<212> DNA 

<213> Human 

<400> 14 

gtcgacatgg acctggaagc ctcgctgctg cccactggtc ccaacgccag caacacctct 60 
gatggccccg ataacctcac ttcggcagga tcacctcctc gcacggggag catctcctac 120 
atcaacatca tcatgccttc ggtgttcggc accatctgcc tcctgggcat catcgggaac 180 
tccacggtca tcttcgcggt cgtgaagaag tccaagctgc actggtgcaa caacgtcccc 240 
gacatcttca tcatcaacct ctcggtagta gatctcctct ttctcctggg catgcccttc 300 
atgatccacc agctcatggg caatggggtg tggcactttg gggagaccat gtgcaccctc 360 
atcacggcca tggatgccaa tagtcagttc accagcacct acatcctgac cgccatggcc 420 
attgaccgct acctggccac tgtccacccc atctcttcca cgaagttccg gaagccctct 480 
gtggccaccc tggtgatctg cctcctgtgg gccctctcct tcatcagcat cacccctgtg 540 
tggctgtatg ccagactcat ccccttccca ggaggtgcag tgggctgcgg catacgcctg 600 
cccaacccag acactgacct ctactggttc accctgtacc agtttttcct ggcctttgcc 660 
ctgccttttg tggtcatcac agccgcatac gtgaggatcc tgcagcgcat gacgtcctca 720 
gtggcccccg cctcccagcg cagcatccgg ctgcggacaa agagggtgac ccgcacagcc 780 
atcgccatct gtctggtctt ctttgtgtgc tgggcaccct actatgtgct acagctgacc 840 
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cagttgtcca tcagccgccc gaccctcacc tt.tgtctact tatacaatgc ggccatcagc 900 
ttgggctatg ccaacagctg cctcaacccc tttgtgtaca tcgtgctctg tgagacgttc 960 
cgcaaacgct tggtcctgtc ggtgaagcct gcagcccagg ggcagcttcg cgctgtcagc 1020 
aacgctcaga cggctgacga ggagaggaca gaaagcaaag gcacctgaac tagt 1074 
<210> 15 
<211> 1283 
<212> DNA 
<213> Human 
<400> 15 

agtcgacatg tcagtgggag ccatgaagaa gggagtgggg agggcagttg ggcttggagg 60 
cggcagcggc tgccaggcta cggaggaaga cccccttccc aactgcgggg cttgcgctcc 120 
gggacaaggt ggcaggcgct ggaggctgcc gcagcctgcg tgggtggagg ggagctcagc 180 
tcggttgtgg gagcaggcga ccggcactgg ctggatggac ctggaagcct cgctgctgcc 240 
cactggtccc aacgccagca acacctctga tggccccgat aacctcactt cggcaggatc 300 
acctcctcgc acggggagca tctcctacat caacatcatc atgccttcgg tgttcggcac 360 
catctgcctc ctgggcatca tcgggaactc cacggtcatc ttcgcggtcg tgaagaagtc 420 
caagctgcac tggtgcaaca acgtccccga catcttcatc atcaacctct cggtagtaga 480 
tctcctcttt ctcctgggca tgcccttcat gatccaccag ctcatgggca atggggtgtg 540 
gcactttggg gagaccatgt'gcaccctcat cacggccatg gatgccaata gtcagttcac 600 
cagcacctac atcctgaccg ccatggccat tgaccgctac ctggccactg tccaccccat 660 
ctcttccacg aagttccgga agccctctgt ggccaccctg gtgatctgcc tcctgtgggc 720 
cctctccttc atcagcatca cccctgtgtg gctgtatgcc agactcatcc ccttcccagg 780 
aggtgcagtg ggctgcggca tacgcctgcc caacccagac actgacctct actggttcac 840 
cctgtaccag tttttcctgg cctttgccct gccttttgtg gtcatcacag ccgcatacgt 900 
gaggatcctg cagcgcatga cgtcctcagt ggcccccgcc tcccagcgca gcatccggct 960 
gcggacaaag agggtgaccc gcacagccat cgccatctgt ctggtcttct ttgtgtgctg 1020 
ggcaccctac tatgtgctac agctgaccca gttgtccatc agccgcccga ccctcacctt 1080 
tgtctactta tacaatgcgg ccatcagctt gggctatgcc aacagctgcc tcaacccctt 1140 
tgtgtacatc gtgctctgtg agacgttccg caaacgcttg gtcctgtcgg tgaagcctgc 1200 
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agcccagggg cagcttcgcg ctgtcagcaa cgctcagacg gctgacgagg agaggacaga 1260 

aagcaaaggc acctgaacta gtt 128 3 

<210> 16 

<211> 420 

<212> RNA 

<213> Huian 

<400> 16 ' \ 

caaaagcugg agcuccaccg cgguggcggc cgcucuagcc cacuaguuca ggugccuuug 60 
cuuucugucc ucuccucguc agccgucuga gcguugcuga cagcgcgaag cugccccugg 120 
gcugcaggcu ucaccgacag gaccaagcgu uugcggaacg ucucacagag cacgauguac 180 
acaaaggggu ugaggcagcu guuggcauag cccaagcuga uggccgcauu guauaaguag 240 
acaaagguga gggucgggcg gcugauggac aacuggguca gcuguagcac auaguagggu 300 
gcccagcaca caaagaagac cagacagaug gcgauggcug ugcgggucac ccucuuuguc 360 
cgcagccgga ugcugcgcug ggaggcgggg gccacugagg acgucaugcg cugcaggauc 420 
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